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National Commission for the Protection of Human Subjects

of Biomedical and Behavioral Research

Westwood Building, Room 125
5333 Westbard Avenue
Bethesda, Maryland 20016

September 1, 1978

The President
The White House
Washington, D.C. 20500

Dear Mr. President:

On behalf of the National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research, I am
pleased to transmit our "Report and Recommendations: Insti-
tutional Review Boards." This is one of several topics of study
identified in our mandate under Public Law 93-348, which directs
the Commission to submit its reports to the President, the Con-
gress, and the Secretary of Health, Education and Welfare.

In previous reports, the Commission has made recommenda-
tions for the protection of various categories of research subjects,
including the human fetus, prisoners, children, and those insti-
tutionalized as mentally infirm. These recommendations have
generally established conditions that Institutional Review Boards
must determine to have been satisfied before approving research
involving human subjects. In the present report, the Commission
turns its attention to the review mechanism itself, to evaluate
the performance of Institutional Review Boards and recommend
steps to improve the ethical review process.

The Commission's deliberations on Institutional Review Boards
began with the premise that investigators should not have sole
responsibility for determining whether research involving human
subjects fulfills ethical standards. Others who are independent
of the research must share this responsibility, because investi-
gators have a potential conflict by virtue of their concern with
the pursuit of knowledge as well as the welfare of the human sub-
jects of their research. The commission concluded that to assure
protection of the rights of human subjects, proposed research in-
volving them should be reviewed by Institutional Review Boards
operating pursuant to federal regulation and located in institutions
where the research is to be conducted. Problems and areas of
uncertainty in the existing system of Institutional Review Boards
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were identified, and the Commission developed recommendations
to simplify, clarify and strengthen the review process. Further,
in the belief that there should be uniform policies and procedures
governing all research with human subjects, the Commission
recommended that responsibility should be given to the Depart-
ment of Health, Education, and Welfare to promulgate uniform
regulations for review of all such research that is subject to
federal regulation and to assure the effective implementation

of such regulations.

The Commission appreciates this opportunity to recommend
steps for improving the review of research to assure that the
rights of human subjects are protected.

Respectfully

Kenneth JY Ryan, M.D.
Chairman



National Commission for the Protection of Human Subijects

of Biomedical and Behavioral Research

Westwood Building, Room 125
5333 Westbard Avenue
Bethesda, Maryland 20016

September 1, 1978

The Honorable Walter F. Mondale
President of the United States Senate
Washington, D.C. 20510

Dear Mr. President:

On behalf of the National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research, I am
pleased to transmit our ''Report and Recommendations: Insti-
tutional Review Boards.' This is one of several topics of study
identified in our mandate under Public Law 93-348, which directs
the Commission to submit its reports to the President, the Con-
gress, and the Secretary of Health, Education and Welfare.

In previous reports, the Commission has made recommenda-
tions for the protection of various categories of research subjects,
including the human fetus, prisoners, children, and those insti-
tutionalized as mentally infirm. These recommendations have
generally established conditions that Institutional Review Boards
must determine to have been satisfied before approving research
involving human subjects. In the present report, the Commission
turns its attention to the review mechanism itself, to evaluate
the performance of Institutional Review Boards and recommend
steps to improve the ethical review process.

The Commission's deliberations on Institutional Review Boards
began with the premise that investigators should not have sole
responsibility for determining whether research involving human
subjects fulfills ethical standards. Others who are independent
of the research must share this responsibility, because investi-
gators have a potential conflict by virtue of their concern with
the pursuit of knowledge as well as the welfare of the human sub-
jects of their research. The Commission concluded that to assure
protection of the rights of human subjects, proposed research in-
volving them should be reviewed by Institutional Review Boards
operating pursuant to federal regulation and located in institutions
where the research is to be conducted. Problems and areas of
uncertainty in the existing system of Institutional Review Boards
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were identified, and the Commission developed recommendations
to simplify, clarify and strengthen the review process. Further,
in the belief that there should be uniform policies and procedures
governing all research with human subjects, the Commission
recommended that responsibility should be given to the Depart-
ment of Health, Education, and Welfare to promulgate uniform
regulations for review of all such research that is subject to
federal regulation and to assure the effective implementation

of such regulations.

The Commission appreciates this opportunity to recommend
steps for improving the review of research to assure that the
rights of human subjects are protected.

Respectfully,

Kenneth J, RyE, M :.D.

Chairman



National Commission for the Protection of Human Subijects

of Biomedical and Behavioral Research

Westwood Building, Room 125
5333 Westbard Avenue
Bethesda, Maryland 20016

September 1, 1978

The Honorable Thomas P. O'Neill, Jr.
Speaker of the House of Representatives
Washington, D.C. 20515

Dear Mr. Speaker:

On behalf of the National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research, I am
pleased to transmit our '"Report and Recommendations: Insti-
tutional Review Boards.' This is one of several topics of study
identified in our mandate under Public Law 93-348, which directs
the Commission to submit its reports to the President, the Con-
gress, and the Secretary of Health, Education and Welfare.

In previous reports, the Commission has made recommenda-
tions for the protection of various categories of research subjects,
including the human fetus, prisoners, children, and those insti-
tutionalized as mentally infirm. These recommendations have
generally established conditions that Institutional Review Boards
must determine to have been satisfied before approving research
involving human subjects. In the present report, the Commission
turns its attention to the review mechanism itself, to evaluate
the performance of Institutional Review Boards and recommend
steps to improve the ethical review process.

The Commission's deliberations on Institutional Review Boards
began with the premise that investigators should not have sole
responsibility for determining whether research involving human
subjects fulfills ethical standards. Others who are independent
of the research must share this responsibility, because investi-
gators have a potential conflict by virtue of their concern with
the pursuit of knowledge as well as the welfare of the human sub-
jects of their research. The Commission concluded that to assure
protection of the rights of human subjects, proposed research in-
volving them should be reviewed by Institutional Review Boards
operating pursuant to federal regulation and located in institutions
where the research is to be conducted. Problems and areas of
uncertainty in the existing system of Institutional Review Boards
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were identified, and the Commission developed recommendations
to simplify, clarify and strengthen the review process. Further,
in the belief that there should be uniform policies and procedures
governing all research with human subjects, the Commission
recommended that responsibility should be given to the Depart-
ment of Health, Education, and Welfare to promulgate uniform
regulations for review of all such research that is subject to
federal regulation and to assure the effective implementation

of such regulations.

The Commission appreciates this opportunity to recommend
steps for improving the review of research to assure that the
rights of human subjects are protected.

Regpectfully,

Kenneth J. R s, M.D.
Chairman



National Commission for the Protection of Human Subijects

of Biomedical and Behavioral Research

Westwood Building, Room 125
5333 Westbard Avenue
Bethesda, Maryland 20016

September 1, 1978

Honorable Joseph A. Califano, Jr.
Secretary of Health, Education, and Welfare
Washington, D.C. 20201

Dear Mr. Secretary:

On behalf of the National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research, I am
pleased to transmit our ''Report and Recommendations: Insti-
tutional Review Boards.' This is one of several topics of study
identified in our mandate under Public Law 93-348, which directs
the Commission to submit its reports to the President, the Con-
gress, and the Secretary of Health, Education and Welfare.

In previous reports, the Commission has made recommenda-
tions for the protection of various categories of research subjects,
including the human fetus, prisoners, children, and those insti-
tutionalized as mentally infirm. These recommendations have
generally established conditions that Institutional Review Boards
must determine to have been satisfied before approving research
involving human subjects. In the present report, the Commission
turns its attention to the review mechanism itself, to evaluate
the performance of Institutional Review Boards and recommend
steps to improve the ethical review process.

The Commission's deliberations on Institutional Review Boards
began with the premise that investigators should not have sole
responsibility for determining whether research involving human
subjects fulfills ethical standards. Others who are independent
of the research must share this responsibility, because investi-
gators have a potential conflict by virtue of their concern with
the pursuit of knowledge as well as the welfare of the human sub-
jects of their research. The Commission concluded that to assure
protection of the rights of human subjects, proposed research in-
volving them should be reviewed by Institutional Review Boards
operating pursuant to federal regulation and located in institutions
where the research is to be conducted. Problems and areas of
uncertainty in the existing system of Institutional Review Boards
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were identified, and the Commission developed recommendations
to simplify, clarify and strengthen the review process. Further,
in the belief that there should be uniform policies and procedures
governing all research with human subjects, the Commission
recommended that responsibility should be given to the Depart-
ment of Health, Education, and Welfare to promulgate uniform
regulations for review of all such research that is subject to
federal regulation and to assure the effective implementation

of such regulations.

The Commission appreciates this opportunity to recommend
steps for improving the review of research to assure that the
rights of human subjects are protected.

Respegctfully, @’d—/
) E, M.D.

Kenneth J. Ry
Chairman
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INTRODUCTION

The National Commission for the Protection of Human Subjects of Bio-—
medical and Behavioral Research was established under Public Law 93-348 to
develop ethical guidelines for the conduct of research involving human sub-
jects. To date, the Commission has issued reports with recommendations for
the protection of several categories of research subjects, including the
human fetus, prisoners, children, and those institutionalized as mentally
infirm. These recommendations have been directed to the Secretary of Health,
Education and Welfare with respect to research conducted, supported or regu-
Tated by DHEW, and to Congress with respect to research not subject to regu-

Tation by DHEW.

In the present report, the Commission considers the performance of
Institutional Review Boards (IRBs), which are required to reviewall research
involving human subjects that is conducted at institutions receiving funds
for such research from DHEW under the Public Health Service Act. 1IRBs or
similar bodies are required also to review research regulated by DHEW under
the Federal Food, Drug, and Cosmetic Act, and most research involving human
subjects that is conducted or supported by other departments and agencies.
This review of proposed research by IRBs is the primary mechanism for assur-
ing that the rights of human subjects are protected. Thus, the Commission's
previous recommendations regarding particular categories of research sub-
jects are intended ultimately to be carried out by IRBs, by establishing
conditions and requirements that IRBs should determine to have been satis-

fied before approving research. The Commission now turns its attention to

XVii



the IRB mechanism itself, to evaluate its performance and recommend steps to

improve the review process.

The Tegislative mandate to study IRBs is set forth in the charge to the
Commission to consider "[m]echanisms for evaluating and monitoring the perfor-
mance of Institutional Review Boards . . . and appropriate enforcement mecha-
nisms for carrying out their decisions" (section 202(a)(1)(B)(v) of Public
Law 93-348). 1In addition, the Commission is directed "to determine the need
for a mechanism to assure that human subjects in . . . research not subject
to regulation by [DHEW] are protected" (section 202(a)(3)). (Following 1its
study of IRBs, the Commission has recommended that IRBs be employed as the

mechanism to assure protection of human subjects in non-DHEW research.)

Although IRBs were not required by law until the passage of Public Law
93-348 in 1974, they had already been in existence for many years at most of
the 500 institutions where they now operate. However, there was little cur-
rent, systematic information about IRBs when the Commission began its consid-
eration of their performance. The Commission therefore undertook a sub-
stantial effort to develop information about the performance of IRBs, the re-

search they review, and the strengths and weaknesses of this mechanism.

The Commission supported an extensive survey of IRB members, investiga-
tors and research subjects at a sample of 61 institutions, including medical
schools, hospitals, universities, prisons, institutions for the mentally i1l
and retarded, and research organizations. The background, development and
administration of the present DHEW regulations governing IRBs were examined.

Three public hearings were held at which federal officials, representatives

XViii



of IRBs, investigators and other concerned persons presented their views on
IRBs. The National Minority Conference on Human Experimentation, convoked
by the Commission to assure that viewpoints of minorities would be heard,
made recommendations to the Commission that pertained to IRBs. The Commis-—
sion also reviewed several papers prepared under contract on such topics as
informed consent, evaluation of risks and benefits, issues that arise in
particular kinds of research (such as social experimentation or deception
research), and the legal aspects of IRB operation. A substantial amount of
correspondence on IRBs was received and reviewed by the Commission. In addi-
tion, a survey was made of the standards and procedures for the protection
of human subjects 1in research conducted or supported by federal departments
and agencies. Finally, the Commission conducted public deliberations to

develop its recommendations on IRBs.

Following the recommendations on IRBs set forth at the outset of this
report are chapters on the existing regulatory system at DHEW, the Commission-—
sponsored survey of IRBs and the research reviewed by them, legal aspects of
IRB operation, and the Commission—conductedsurvey of standards and procedures
for the protection of human subjects in research conducted or supported by
federal departments and agencies. An appendix to this report contains the
final report of the survey of IRBs, which was conducted by the Survey Research
Center at the University of Michigan; summaries of all testimony presented to
the Commission at its three hearings on IRBs; descriptions of the protective
standards and procedures at federal departments and agencies; and a contracted
paper on the operation of IRBs. Other relevant papers, on such topics as in-

formed consent and risk—benefit assessment, will be included in the appendix
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to the Commission’s forthcoming report on the basic ethical principles that

should underlie the conduct of research involving human subjects.

Definitions. For purposes of this report:

1. Scientific research is a formal investigation designed to develop

or contribute to generalizable knowledge.

Comment: A research project generally is described in a protocol that
sets forth explicit objectives and formal procedures designed to reach those
objectives. The protocol may include therapeutic and other activities in-
tended to benefit the subjects, as well as procedures to evaluate such acti-
vities. Research objectives range from understanding normal and abnormal
physiological or psychological functions or social phenomena, to evaluating
diagnostic, therapeutic or preventive interventions and variations in ser-—
vices or practices. The activities or procedures involved in research may
be invasive or noninvasive and include surgical interventions; removal of
body tissues or fluids; administration of chemical substances or forms of
energy; modification of diet, daily routine or service delivery; alteration
of environment; observation; administration of questionnaires or tests; ran-—

domization; review of records, etc.

2. Human subject 1s a person about whom an investigator (professional

or student) conducting scientific research obtains (1) data through interven-—

tion or interaction with the person, or (2) identifiable private information.

XX



Comment: '"Intervention" includes both physical procedures by which data
are gathered (e.g., venipuncture), and manipulations of the subject or the
subject's environment that are performed for research purposes. '"Interaction"
includes communication or interpersonal contact between investigator and sub-
ject. "Private information" includes information about behavior that occurs
in a context in which an individual can reasonably expect that no observa-—
tion or recording is taking place, and information which has been provided
for specific purposes by an individual and which the individual can reasona-—
bly expect will not be made public (e.g., a medical record). Private infor-
mation must be individually identifiable G.e., the identity of the subject
is or may readily be ascertained by the investigator or associated with the
information) 1in order for obtaining the information to constitute research

involving human subjects.
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RECOMMENDATIONS

The ethical conduct of research involving human subjects requires a
balancing of society's interests in protecting the rights of the subjects
and in developing knowledge that can benefit the subjects or society as a
whole. The elements that must be considered in this balancing of interests
are identified and analyzed in the Commission's separate report on the basic
ethical principles that should underlie the conduct of research involving
human subjects. In the recommendations that follow, the Commission expresses
its judgment about the ways in which those elements ought to be brought to
bear on research practices, so that a reasonable and ethical balance of

society's interests may be attained.

The Commission's deliberations begin with the premise that investigators
should not have sole responsibility for determining whether research involving
human subjects fulfills ethical standards. Others, who are independent of the
research, must share this responsibility, because investigators are always 1in
positions of potential conflict by virtue of their concern with the pursuit

of knowledge as well as the welfare of the human subjects of their research.

The Commission believes that the rights of subjects should be protected
by Tocal review committees operating pursuant to federal regulations and lo-—
cated in institutions where research involving human subjects 1is conducted.
Compared to the possible alternatives of a regional or national review process,
Tocal committees have the advantage of greater familiarity with the actual
conditions surrounding the conduct of research. Such committees can work

closely with investigators to assure that the rights and welfare of human



subjects are protected and, at the same time, that the application of poli-
cies 1is fair to the investigators. They can contribute to the education of
the research community and the public regarding the ethical conduct of re-
search. The committees can become resource centers for information concern—
ing ethical standards and federal requirements and can communicate with
federal officials and with other local committees about matters of common

concern.

The Commission further believes that institutions receiving federal sup-
port for the conduct of research involving human subjects should be governed
by uniform federal regulations applicable to the review of all such research,
whether it is supported by one federal department or another, or is not
federally supported. The regulations should also apply to research conducted
intramurally by federal departments and to research conducted by private or—
ganizations that is otherwise subject to federal regulations (e.g., research
conducted to meet the regulatory requirements of the Food and Drug Adminis-—

tration).

The Institutional Review Boards (IRBs) that have existed for some years
at institutions that conduct research involving human subjects have been
closely examined by the Commission. The Commission finds on the basis of
its study that IRBs play an essential role in the protection of human sub-
jects. However, the existing system may be improved. The following recom-
mendations are made to strengthen, simplify and broaden the coverage of

this system.



RECOMMENDATION (1) (A) FEDERAL LAW SHOULD BE ENACTED OR

AMENDED TO AUTHORIZE THE SECRETARY OF HEALTH, EDUCATION, AND WEL-
FARE TO PROMULGATE REGULATIONS GOVERNING ETHICAL REVIEW OF ALL
RESEARCH INVOLVING HUMAN SUBJECTS THAT IS SUBJECT TO FEDERAL RE-
GULATION.

(B) FEDERAL LAW SHOULD BE ENACTED OR AMENDED TO PROVIDE THAT
EACH INSTITUTION WHICH SPONSORS OR CONDUCTS RESEARCH INVOLVING
HUMAN SUBJECTS THAT IS SUPPORTED BY ANY FEDERAL DEPARTMENT OR
AGENCY OR OTHERWISE SUBJECT TO FEDERAL REGULATION, AND EACH FED-
ERAL DEPARTMENT OR AGENCY WHICH ITSELF CONDUCTS RESEARCH INVOLVING
HUMAN SUBJECTS, SHALL GIVE ASSURANCES SATISFACTORY TO THE SECRETARY
OF HEALTH, EDUCATION, AND WELFARE THAT ALL RESEARCH INVOLVING HUMAN
SUBJECTS SPONSORED OR CONDUCTED BY SUCH INSTITUTION, OR CONDUCTED
BY SUCH DEPARTMENT OR AGENCY, WILL BE REVIEWED BY AND CONDUCTED IN
ACCORDANCE WITH THE DETERMINATIONS OF A REVIEW BOARD ESTABLISHED
AND OPERATED IN ACCORDANCE WITH THE REGULATIONS PROMULGATED BY THE
SECRETARY UNDER THE AUTHORITY RECOMMENDED IN PARAGRAPH (A) OF THIS
RECOMMENDATION.

(C) FEDERAL LAW SHOULD BE ENACTED OR AMENDED TO PROVIDE THAT
ALL RESEARCH INVOLVING HUMAN SUBJECTS SPONSORED OR CONDUCTED BY AN
INSTITUTION THAT RECEIVES FUNDS FROM ANY FEDERAL DEPARTMENT OR AGEN-
CY TO PROVIDE HEALTH CARE OR CONDUCT HEALTH-RELATED RESEARCH SHALL
BE SUBJECT TO FEDERAL REGULATION REGARDING THE REVIEW AND CONDUCT
OF SUCH RESEARCH, AS PROVIDED UNDER PARAGRAPHS (A) AND (B) OF THIS
RECOMMENDATION.



(D) FEDERAL LAW SHOULD BE ENACTED OR AMENDED TO AUTHORIZE
AND APPROPRIATE FUNDS TO SUPPORT THE OPERATION OF INSTITUTIONAL
REVIEW BOARDS BY DIRECT COST FUNDING.

Comment: (A) Recommendation (1)(A) would establish DHEW as the single
cognizant agency for the promulgation of regulations relating to the pro-
tection of human research subjects. Such regulations, dealing with the com-
position, functions and procedures of IRBs, would apply to all entities that
receive financial support from the federal government to conduct research
involving human subjects. Entities conducting such research to fulfill
federal regulatory requirements (e.g., of the Food and Drug Administration
or the Environmental Protection Agency) would be covered by the same regula-—
tions. Thus, all entities under federal jurisdiction would be subject to a
single set of regulations relating to review of research involving human sub-—
jects, without regard to the particular federal department(s) that support
or regulate their research. An alternative to the enactment of federal Taw
might be the issuance by the President of an executive order establishing
DHEW as the single cognizant agency for the promulgation of regulations to

protect human subjects.

Implementation of Recommendation (1)(A), by law or executive order, is
necessary to assure government—wide uniformity in the review requirements
that are imposed on entities subject to federal regulation. A survey by the
Commission has shown that virtually all federal agencies with policies for
the protection of human subjects currently adopt DHEW standards and proce-—

dures to a substantial degree. However, there are many variations arising



out of differences in wording, imposition of additional requirements, intro—
duction of minor changes, etc. Establishing DHEW as the sole authority for

the issuance of regulations in this area would not substantially change cur—
rent practice but would reduce the burden on IRBs to interpret and apply the
regulations to which they are subject. Moreover, uniformity would assure

a minimum level of protection to human subjects of research, no matter which

federal agency is supporting the research or which entity is conducting it.

Recommendation (1) (A) accords with Recommendation No. 9 (Education) of

the Commission on Federal Paperwork, which reads as follows:

Cognizance for regulations in the specific area of the

protection of human subjects should be assigned to the

Department of Health, Education, and Welfare, acting

with the advice and consent of an appropriate inter-

agency committee.

No agency other than HEW should be permitted to para-

phrase, interpret or particularize these regulations

[Iln the regulations for a controversial subject

of this nature there should be a mechanism for the

Federal Government to speak with one voice.
As the Paperwork Commission noted, DHEW has been preeminent and has served as
the lead agency in the field of protecting human subjects. Establishing sole,
government—wide responsibility in DHEW for the promulgation of regulations iin

this area will prevent unnecessary duplication of effort within the govern-—

ment and by the regulated entities as well.

(B) Recommendation (1)(B) would establish DHEW as the single cognizant
agency for the accreditation of all IRBs, including IRBs established by non-—

federal entities and IRBs that are established within federal departments and



agencies. DHEW would also carry out compliance and educational activities

to assure that the quality of performance of all IRBs is high. Although

some nonfederal entities may receive support for research involving human
subjects from federal departments other than DHEW, the Commission recommends
centralization of accreditation and compliance responsibility in DHEW as a
means of promoting uniform treatment and administrative efficiency. Simi-—
larly, the Commission recommends that DHEW accredit and review the compliance
of IRBs established by other federal entities, to assure uniform review,
throughout government, of proposed research involving human subjects. As an
alternative to enactment of Taw, Recommendation (1)(B) might be accomplished

by the issuance of an executive order.

Establishment of DHEW as the sole authority for accreditation and com-—
pliance activities would recognize that department's initiation of the re-
quirements of IRBs and its extensive experience in supervising their opera-
tion. As with the promulgation of regulations (Recommendation (1)(A)), cen-—
tralizing authority to conduct these activities would also assist in stan—
dardizing the review of research with human subjects and reducing the burden

on nonfederal IRBs that is imposed by federal enforcement activities.

If such centralization is not accomplished by law or executive order,
the Commission suggests that other federal departments and agencies recog-—
nize DHEW accreditation and compliance activities, and that DHEW accept such
responsibility whether or not it supports research at the same entities. It
should be noted that accreditation and compliance are structural matters,

relating to the composition, functions and procedures of IRBs (see the fol-



Towing recommendations); DHEW does not regulate substantive decision-making,
which 1is the responsibility of the IRBs alone. Thus, centralization in DHEW
should not be considered an intrusion of that department into the proper

jurisdiction of other federal agencies.

Should it prove unfeasible to centralize in DHEW accreditation and com-
pliance activities for IRBs established within other federal departments and
agencies, the Commission favors centralization of such activities in DHEW at
Teast with respect to all IRBs that are established by nonfederal entities,
notwithstanding their federal sources of support for research involving human
subjects. This would accomplish the goal of reducing the burden on such IRBs
that is imposed by multiple-agency enforcement activities, and would at Teast
partially accomplish the goal of assuring uniform review of human subjects

research in which the government is involved.

Recommendation (1) (B) does not require that each entity establish a
single IRB. An entity may establish more than one IRB to meet special needs;

however, each IRB must satisfy the regulatory requirements.

Research need not be reviewed, in some instances, by an IRB located in
the entity where the research is to be conducted. While it is generally de-
sirable for an entity at which research involving human subjects is conducted
to establish an IRB, it may be appropriate for several small institutions in
close proximity to establish a single IRB to serve those institutions. Simi—
larly, it may be appropriate for an institution at which only a small amount
of research involving human subjects is conducted to arrange for review of

all such research by an IRB at a neighboring institution. Where an investi-



gator 1is associated with more than one entity or the research will be con-
ducted at more than one entity, review by one IRB (generally at the entity
most substantially involved with the research) should satisfy statutory

and regulatory requirements. Other entities that are involved with the re-
search may also require review by their IRBs, however. 1In such instances,
IRBs should give priority to consideration of protocols that are receiving
multiple review, in order to reduce the extended time period that such re-—

view may otherwise entail.

Recommendation (1) (B) also does not require that IRB review precede
application for a grant or contract, although such review should always pre-—
cede the initiation of research involving human subjects. Since many propo-—
sals submitted to the government are never funded or conducted, a require—
ment that IRB review and approval precede any consideration for funding by
the government may place an unnecessary burden on IRBs and subject them to
undesirable time pressures. On the other hand, IRB review prior to applica-—
tion for funding may resolve or eliminate problems that could jeopardize
funding, and being asked to review projects that have already been approved
for funding also may place IRBs under inappropriate pressures. On balance,
review prior to or within a specified time after submission of applications,

as is presently required by DHEW, appears most appropriate.

(O Recommendation (1)(C) would extend the requirement of IRB review to
entities conducting human subjects research that is not federally supported

or otherwise subject to federal regulation at present, if the entities receive

federal support to provide health care or conduct health-related research.



(D) Recommendation (1)(D) would require that at least a portion of the
funds necessary to support the operation of IRBs be directly provided rather
than reimbursed through the indirect cost mechanism. Direct cost funding
would help to assure that IRBs are adequately supported to carry out their
responsibilities and, in addition, would highlight the significant role played
by IRBs. It would be appropriate for such funding to provide at least a por-—
tion of the salary of the IRB chairman or of the cost of administrative sup-—
port for the IRB. Recognition of IRBs by providing earmarked funds for their
operation would complement the compliance and education activities of DHEW in
promoting quality performance by IRBs. Direct cost funding should not, how—
ever, be accomplished by reducing the amount of funds appropriated for the

conduct of research.

The Commission does not take a position on the question of whether federal
support should be provided for all review activities of IRBs or only the re-
view of research for which support is being sought from the government. Since
an institution 1is required by federal law to assure the review of all research
involving human subjects if the institution applies for federal support to con-
duct any such research, it may be argued that all review activities should be
the financial responsibility of the government. It may also be argued, how—
ever, that the review of nonfederally funded research is the proper obligation
of the institution to the prospective subjects, and hence the financial re-

sponsibility of the institution.

RECOMMENDATION (2) (A) FEDERAL LAW SHOULD BE ENACTED OR

AMENDED TO AUTHORIZE THE SECRETARY OF HEALTH, EDUCATION, AND



WELFARE TO ESTABLISH A SINGLE OFFICE TO CARRY OUT THE FOLLOWING
DUTIES:

(I)  ACCREDITATION OF INSTITUTIONAL REVIEW BOARDS BASED
UPON THE SUBMISSION OF ASSURANCES CONTAINING DESCRIPTIONS
OF THEIR MEMBERSHIP, AUTHORITY, STAFF, MEETING FACILITIES,
REVIEW AND MONITORING PROCEDURES AND PROVISIONS FOR RECORD-
KEEPING;

(II) COMPLIANCE ACTIVITIES, INCLUDING SITE VISITS AND
AUDITS OF INSTITUTIONAL REVIEW BOARD RECORDS, TO EXAMINE
THE PERFORMANCE OF THE BOARDS AND THEIR FULFILLMENT OF
INSTITUTIONAL ASSURANCES AND REGULATORY REQUIREMENTS; AND
(III) EDUCATIONAL ACTIVITIES TO ASSIST MEMBERS OF INSTITU-
TIONAL REVIEW BOARDS 1IN RECOGNIZING AND CONSIDERING THE
ETHICAL ISSUES THAT ARE PRESENTED BY RESEARCH INVOLVING
HUMAN SUBJECTS.

(B) FEDERAL LAW SHOULD BE ENACTED OR AMENDED TO AUTHORIZE
AND APPROPRIATE FUNDS TO SUPPORT THE DUTIES DESCRIBED IN PAPA-
GRAPH (A) OF THIS RECOMMENDATION.

Comment: Recommendation (2) requires that DHEW consolidate and expand
its accreditation and compliance activities to provide within the federal
government a single supervising authority for all IRBs that are required
under Recommendation (1) to review research involving human subjects. In
addition, this DHEW office should conduct educational activities to assist

IRB members 1in discharging their review responsibilities. The Commission
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suggests that the office be established outside of any subdivision of DHEW

and that funds be appropriated to support its operation.

Institutions should be required to submit information such as the fol-—

Towing to enable accreditation determinations to be made:

The names and qualifications of members of the IRB and the
process by which members are selected;

The resources (e.g., meeting room, staff, office facilities,
release of IRB members from other responsibilities) that will
be devoted to the review function;

The general operating procedures of the IRB, and the number
and types of proposals that are expected to be reviewed by it;
Expedited review procedures, 1if any, and the categories of re-—
search for which such procedures will be used; and

Procedures to assure that all, research involving human subjects
conducted by or at the institution will be reviewed by an IRB
and, if approved, will be conducted in accordance with any

restrictions or conditions imposed by the IRB.

Site visits, audits of IRB records, and other compliance activities
should be conducted routinely to assure continuing quality control of the
performance of IRBS. The compliance effort should be aimed at educating,
improving performance of IRBs, and providing needed advice. Where neces-
sary, however, failure by investigators, institutions or IRBs to meet their
responsibilities should be subject to sanctions ranging from warnings to

Toss of IRB accreditation and consequent ineligibility to receive federal
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funds for research involving human subjects or refusal by a regulatory

agency to accept data.

DHEW should develop materials to assist in the orientation of new mem-—
bers of IRBs and mechanisms for dissemination of information about ethical
issues and key IRB decisions to promote uniform treatment of similar proto-
cols. Caution should be exercised, however, to avoid usurping the IRBs'
decision—making authority. The accreditation and compliance, as well as
the educational, functions of DHEW should be aimed at assuring and promoting
the effective operation of IRBs, but not as a forum or mechanism for ques-—
tioning the substantive decisions of IRBs. DHEW should assure that IRBs
have appropriate authorities, membership, and rules and standards of opera-—
tion, and that useful materials are provided for the information of IRB
members; these functions should not include any activities intended directly

to influence or alter IRB decisions.

The generation of information about the various topics in its mandate
has been essential to the operation of the Commission. Similarly, a pro-
gram of research in the ethical issues that arise in research involving

human subjects would greatly assist the compliance and educational activi-

ties of DHEW in this area.

RECOMMENDATION (3) THE SECRETARY OF HEALTH, EDUCATION, AND

WELFARE SHOULD REQUIRE BY REGULATION THAT AN INSTITUTIONAL REVIEwW
BOARD:
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(A) CONSIST OF AT LEAST FIVE MEN AND WOMEN OF DIVERSE
BACKGROUNDS AND SUFFICIENT MATURITY, EXPERIENCE AND COM-
PETENCE TO ASSURE THAT THE BOARD WILL BE ABLE TO DIS-
CHARGE ITS RESPONSIBILITIES AND THAT ITS DETERMINATIONS
WILL BE ACCORDED RESPECT BY INVESTIGATORS AND THE COM-
MUNITY SERVED BY THE INSTITUTION OR IN WHICH IT IS LO-
CATED;

(B) INCLUDE AT LEAST ONE MEMBER WHO IS NOT OTHERWISE
AFFILIATED WITH THE INSTITUTION;

(C) HAVE THE AUTHORITY TO REVIEW AND APPROVE, REQUIRE
MODIFICATIONS IN, OR DISAPPROVE ALL RESEARCH INVOLVING
HUMAN SUBJECTS CONDUCTED AT THE INSTITUTION;

(D) HAVE THE AUTHORITY TO CONDUCT CONTINUING REVIEW OF
RESEARCH INVOLVING HUMAN SUBJECTS AND TO SUSPEND AP-
PROVAL OF RESEARCH THAT IS NOT BEING CONDUCTED IN ACCORD-
ANCE WITH THE DETERMINATIONS OF THE BOARD OR IN WHICH
THERE IS UNEXPECTED SERIOUS HARM TO SUBJECTS;

(E) MAINTAIN APPROPRIATE RECORDS, INCLUDING COPIES OF
PROPOSALS REVIEWED, APPROVED CONSENT FORMS, MINUTES OF
BOARD MEETINGS, PROGRESS REPORTS SUBMITTED BY INVESTIGA-
TORS, REPORTS OF INJURIES TO SUBJECTS, AND RECORDS OF
CONTINUING REVIEW ACTIVITIES;

(F) BE PROVIDED WITH MEETING SPACE AND SUFFICIENT STAFF
TO SUPPORT ITS REVIEW AND RECORDKEEPING DUTIES;

(G) BE AUTHORIZED AND DIRECTED TO REPORT TO INSTITUTIONAL
AUTHORITIES AND THE SECRETARY ANY SERIOUS OR CONTINUING
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NONCOMPLIANCE BY INVESTIGATORS WITH THE REQUIREMENTS

AND DETERMINATIONS OF THE BOARD;

(H) BE PROVIDED WITH PROTECTION FOR MEMBERS IN CONNEC-
TION WITH ANY LIABILITY ARISING OUT OF THEIR PERFORMANCE
OF DUTIES ON THE BOARD.

Comment: (A) IRB members should be appointed by a governing body or
chief executive officer of the institution, who should consult widely to
find persons who will serve on the IRB with distinction and commitment. The
IRB should include persons who are familiar with the ethical issues in re-
search involving human subjects. The IRB should also include persons with
the scientific competence necessary to analyze accurately and thoroughly the
risks and benefits of the types of proposals generally reviewed by the IRB,
since this analysis 1is essential to the review process. To assure the IRB's
access to such expertise, yet guard against self-interest influencing or
appearing to influence IRB determinations, at least one-third but no more
than two-thirds of the IRB members should be scientists, including members
of the disciplines in which research is customarily reviewed by the IRB.

The expertise of IRB members should be supplemented, when necessary, by the

use of consultants.

In its deliberations, it is desirable that the IRB show awareness and
appreciation of the various qualities, values and needs of the diverse ele-
ments of the community served by the institution or in which it is Tocated.

A diverse membership will enhance the IRB's credibility as well as the 1like-
lihood that its determinations will be sensitive to the concerns of those who

conduct or participate in the research and other interested parties.
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If an IRB regularly reviews research that has an impact on a broad cate-
gory of vulnerable subjects (e.g., residents of an institution for the re-
tarded), the IRB should include persons who are primarily concerned with the
welfare of those subjects (e.g., parents of retarded children). The IRB
should establish formal or informal consultation with community and other
bodies that have interests in areas affected by or involved in the conduct

of proposed research.

The institution should provide suitable orientation to new IRB members,
in order to familiarize them with the purpose and authority of the IRB, the
standards it applies, the ethical and legal principles that apply to research
involving human subjects, and the main ethical dilemmas that arise in research.
IRB members should be appointed for a fixed term of at Teast a year and should
not be removed during this term except for good cause. An IRB's membership
should be relatively stable from year to year in order to enhance the ex-
perience of the IRB and to introduce stability into standards applied by the
IRB. Some degree of turnover of members and chairmen 1is desirable, however,
as a way both of exposing more members of the institution to the issues con-—

sidered by the IRB and of introducing into the IRB a variety of viewpoints.

The institution should encourage service on the IRB and indicate the
importance of such service by giving IRB members appropriate relief from
other duties, by giving recognition for service on the IRB (e.g., in deci-

sions regarding promotions) and by providing remuneration to nonemployees.

(B) A member of the immediate family of a person who is affiliated with
the dinstitution should not be appointed to serve as the unaffiliated member
of an IRB.
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(O Institutional support is necessary for the successful operation of
an IRB and can be expressed most directly in rules, procedures, etc. that
are formally adopted by the institution to assure that the IRB is Tawfully
established and that all research involving human subjects will be reviewed

and conducted in accordance with its determinations.

(D) The IRB should adopt procedures for the continuing review of ap-—
proved research, such as examination of records, requiring reports from in—
vestigators, soliciting information from subjects, and observing the recruit-
ment of subjects and conduct of the research. As a basic requirement, all
investigators should be directed to report immediately to the IRB any sub-
stantial changes in the research activity, unanticipated problems, or adverse
reactions by subjects. In research that presents more than minimal risk to
subjects @.e., more than the risk of harm or discomfort that is normally
encountered in the daily lives, or in the routine medical or psychological
examination, of normal persons) or involves vulnerable subjects (e.g.,
children, 1institutionalized or hospitalized persons), investigators should
be required, in addition, to make periodic reports to the IRB on the progress
of the research. The frequency of such periodic reports should depend upon

the degree of risk presented to subjects, but at a minimum should be on an

annual basis.

The justification for undertaking some studies rests, in part, on uncer-
tainty about the relative safety and efficacy of alternative therapies. New
knowledge, however, 1is continually being developed, and uncertainties that

play a role in prompting a study may be reduced over time as new information
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is developed in the study or elsewhere. Subjects should not be exluded
from known benefits simply because those benefits were unknown or uncer-
tain at the time the research began. An important aspect of the continuing
review of research, particularly in studies that involve the evaluation of
a therapeutic procedure for a chronic condition, 1is to assure that subjects
are not excluded from the benefits of newly developed knowledge by conti-
nuing in a protocol after the superiority of a particular therapy for their

condition has been demonstrated.

At the discretion of the IRB, the consent process or the research itself
may be observed on a sample or routine basis, subjects may be interviewed
about their experience in research, and research records (including consent
forms) may be reviewed. Also at the discretion of the IRB, investigators may
be required to provide subjects with a form on which they can report to the
IRB their experiences 1in research. The form could be given to subjects at
the time consent is obtained and be completed by subjects who wish to do so

during or after their participation.

Observation of the consent process or conduct of research is both a dif-—
ficult and delicate task. The designation of staff or members of the IRB to
observe research activities can impose a substantial strain on the limited
resources of the IRB. Further, such observation may intrude on confidential
relationships or the privacy of individual subjects. IRBs should take these
factors into account when determining appropriate means for continuing review
of a protocol, and alternatives such as investigator reporting requirements

should be considered. However, certain research will warrant observation to
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assure the protection of subjects, and in such cases IRBs have an obligation

to take suitable measures.

In cases in which the investigator is responsible for the care of the
subjects, the IRB may require that a neutral person, not otherwise associated
with the research or the investigator, be present when consent is sought, to
explain the research to prospective subjects, or to observe the conduct of
the research. The involvement of a physician or therapist as an investigator
may have significant advantages for patients and make available to them new
forms of therapy. However, research interests may compromise the therapist's
sound judgments regarding therapeutic goals. The involvement of a neutral
third party may reduce the possibility of such a conflict of interest occur-—
ring, particularly in research that presents more than minimal risk. Such a
person may be designated to play a role in informing subjects of their rights
and the details of protocols, assuring that there is continuing assent to
participation, determining the advisability of continued participation, re-
ceiving complaints from subjects, and bringing grievances to the attention

of the IRB as part of its continuing review of research.

(E) Records regarding research protocols reviewed by IRBs should be
retained for five years after completion of the research. Minutes should be

in sufficient detail to show the basis of actions taken by the IRB.

(F) An IRB should have an identifiable meeting space and designated
staff to support its function. Although the staff may be part-time, their

effort should be identified and placed on a continuing basis.
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(G) Any knowledge of serious or continuing noncompliance by investiga-
tors with the requirements and determinations of the IRB should be trans-
mitted by the IRB to institutional authorities and to the Secretary of Health,
Education, and Welfare. Institutions should take such steps as are necessary
and appropriate to assure compliance by all 1investigators with IRB require-

ments and determinations.

(H) Protection against liability arising out of their performance of
duties on the IRB may be provided to members in any of several ways, includ-
ing sovereign immunity, insurance, indemnification by the institution, or
specific provisions of state law. The institution should assure that such
protection is provided either by law or by means of institutional arrange-—

ments.

RECOMMENDATION (4) THE SECRETARY OF HEALTH, EDUCATION, AND

WELFARE SHOULD REQUIRE BY REGULATION THAT ALL RESEARCH INVOLVING
HUMAN SUBJECTS THAT IS SUBJECT TO FEDERAL REGULATION SHALL BE RE-
VIEWED BY AN INSTITUTIONAL REVIEW BOARD AND THAT THE APPROVAL OF
SUCH RESEARCH SHALL BE BASED UPON AFFIRMATIVE DETERMINATIONS BY
THE BOARD THAT:

(A) THE RESEARCH METHODS ARE APPROPRIATE TO THE OBJEC-
TIVES OF THE RESEARCH AND THE FIELD OF STUDY;

(B) SELECTION OF SUBJECTS IS EQUITABLE;

(C) RISKS TO SUBJECTS ARE MINIMIZED BY USING THE SAFEST

PROCEDURES CONSISTENT WITH SOUND RESEARCH DESIGN AND,
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WHENEVER APPROPRIATE, BY USING PROCEDURES BEING PERFORMED
FOR DIAGNOSTIC OR TREATMENT PURPOSES;

(D) RISKS TO SUBJECTS ARE REASONABLE IN RELATION TO ANTI-
CIPATED BENEFITS TO SUBJECTS AND IMPORTANCE OF THE KNOW-
LEDGE TO BE GAINED;

(E) INFORMED CONSENT WILL BE SOUGHT UNDER CIRCUMSTANCES
THAT PROVIDE SUFFICIENT OPPORTUNITY FOR SUBJECTS TO CON-
SIDER WHETHER OR NOT TO PARTICIPATE AND THAT MINIMIZE

THE POSSIBILITY OF COERCION OR UNDUE INFLUENCE;

(F) INFORMED CONSENT WILL BE BASED UPON COMMUNICATING

TO SUBJECTS, IN LANGUAGE THEY CAN UNDERSTAND, INFORMATION
THAT THE SUBJECTS MAY REASONABLY BE EXPECTED TO DESIRE IN
CONSIDERING WHETHER OR NOT TO PARTICIPATE, GENERALLY IN-
CLUDING:

(1)  THAT AN INSTITUTIONAL REVIEW BOARD HAS APPROVED
THE SOLICITATION OF SUBJECTS TO PARTICIPATE IN THE RE-
SEARCH, THAT SUCH PARTICIPATION IS VOLUNTARY, THAT
REFUSAL TO PARTICIPATE WILL INVOLVE NO PENALTIES OR LOSS
OF BENEFITS TO WHICH SUBJECTS ARE OTHERWISE ENTITLED,
THAT PARTICIPATION CAN BE TERMINATED AT ANY TIME, AND
THAT THE CONDITIONS OF SUCH TERMINATION ARE STATED;
(II) THE AIMS AND SPECIFIC PURPOSES OF THE RESEARCH,
WHETHER IT INCLUDES PROCEDURES DESIGNED TO PROVIDE
DIRECT BENEFIT TO SUBJECTS, AND AVAILABLE ALTERNATIVE
WAYS TO PURSUE ANY SUCH BENEFIT;
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(III) WHAT WILL HAPPEN TO SUBJECTS IN THE RESEARCH,
AND WHAT THEY WILL BE EXPECTED TO DO;

(1v)  ANY REASONABLY FORESEEABLE RISKS TO SUBJECTS,
AND WHETHER TREATMENT OR COMPENSATION IS AVAILABLE

IF HARM OCCURS;

(v) WHO IS CONDUCTING THE STUDY, WHO IS FUNDING IT,
AND WHO SHOULD BE CONTACTED IF HARM OCCURS OR THERE
ARE COMPLAINTS; AND

(V1)  ANY ADDITIONAL COSTS TO SUBJECTS OR THIRD
PARTIES THAT MAY RESULT FROM PARTICIPATION;

(G) INFORMED CONSENT WILL BE APPROPRIATELY DOCUMENTED, UN-
LESS THE BOARD DETERMINES THAT WRITTEN CONSENT IS NOT NECES-
SARY OR APPROPRIATE BECAUSE (I) THE EXISTENCE OF SIGNED CON-
SENT FORMS WOULD PLACE SUBJECTS AT RISK, OR (II) THE RESEARCH
PRESENTS NO MORE THAN MINIMAL RISK AND INVOLVES NO PROCEDURES
FOR WHICH WRITTEN CONSENT IS NORMALLY REQUIRED;

(H) NOTWITHSTANDING THE REQUIREMENTS OF PARAGRAPHS (E),

(F) AND (G) ABOVE, INFORMED CONSENT IS UNNECESSARY (I) WHERE
THE SUBJECTS' INTERESTS ARE DETERMINED TO BE ADEQUATELY PRO-
TECTED IN STUDIES OF DOCUMENTS, RECORDS OR PATHOLOGICAL
SPECIMENS AND THE IMPORTANCE OF THE RESEARCH JUSTIFIES

SUCH INVASION OF THE SUBJECTS' PRIVACY, OR (II) IN STUDIES
OF PUBLIC BEHAVIOR WHERE THE RESEARCH PRESENTS NO MORE THAN
MINIMAL RISK, IS UNLIKELY TO CAUSE EMBARRASSMENT, AND HAS
SCIENTIFIC MERIT;
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(I) THERE ARE ADEQUATE PROVISIONS TO PROTECT THE PRIVACY
OF SUBJECTS AND TO MAINTAIN THE CONFIDENTIALITY OF DATA;
AND

(J) APPLICABLE REGULATORY PROVISIONS FOR THE PROTECTION
OF FETUSES, PREGNANT WOMEN, PRISONERS, CHILDREN AND THOSE
INSTITUTIONALIZED AS MENTALLY INFIRM WILL BE FULFILLED.

Comment: (A) Subjects should not be exposed to risk in research that
is so inadequately designed that its stated purpose cannot be achieved. It
must be recognized, however, that equally rigorous standards of scientific
methodology are not suitable in all disciplines or necessarily appropriate
for all research purposes. Not all research is intended to provide a defi-
nitive test of a hypothesis, and much research, such as research done by
students, has modest aims. The Commission’s statements in previous reports
that all research should be scientifically sound should be interpreted as re-
quiring that the proposed methods be suited to the discipline and the objec-—

tives of the research.

(B) The proposed involvement of hospitalized patients, other institu-
tionalized persons, or disproportionate numbers of racial or ethnic minorities

or persons of low socioeconomic status should be justified.

() Materials or information that are obtained for diagnostic or thera-—
peutic purposes should be used whenever possible, provided such use will not
unjustifiably increase the burdens of the i11. Where appropriate, screening
should be employed to eliminate from participation in research persons who

would be at particularly high risk. The number of subjects exposed to risk
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in research should be no larger than required by considerations of scienti-

fic soundness.

(D) The possible harms and benefits from proposed research involving
human subjects may not be quantifiable but should be evaluated systematically
to assure a reasonable relation between the harms that are risked and the
benefits that may be anticipated for the subjects or the gains in knowledge
that may result from the research. This evaluation should include an arrayal
of alternatives to the procedures under review and the possible harms and

benefits associated with each alternative.

The evaluation of possible harms 1in relation to expected benefits or
gains in knowledge may provide sufficient grounds on which to disapprove pro-
posed research, when this relation is found to be unreasonable. This would
be the case, for example, where research includes an intervention that pre-
sents a high degree of risk to subjects and no great Tikelihood of producing
direct benefit to them, or where an alternative to the intervention would
present less risk but the same likelihood of benefit. Even when, as in most
cases, the relation between possible harms and benefits or gains in know-
ledge is not found to be unreasonable, the evaluation will serve an impor-
tant purpose of exposing fully the ethical and other issues that may be in-
volved and thereby aiding in decision making by all parties concerned. The
evaluation aids the IRB not only in judging whether it is reasonable to in-
vite the participation of subjects in the research, but also in determining
whether the information that will be given to subjects is sufficient for their

own determination whether or not to participate.
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In evaluating risks and benefits to subjects, an IRB should consider
only those risks and benefits that may result from the conduct of the re-—
search. For example, the risks and benefits of therapies that subjects
would receive even if not participating in the research should not be con-
sidered as risks and benefits of the research. (However, the risks and
benefits of established therapies provide a point of comparison for the
risks and benefits of new therapies that are the object of research.) The
possible long—range effects of applying knowledge gained in the research
(e.g., the possible effects of the research on public policy affecting a
segment of the population) should not be considered as among those research
risks falling within the purview of the IRB, although such consequences may
be relevant to a policy decision by an institution as to the desirability
of approving the research at that institution. The IRB may advise institu-

tional authorities in such cases.

As risk increases and, similarly, as the vulnerability of patients in-
creases (by virtue of illness, institutionalization, etc.), it becomes more
important to evaluate risks of harm and possible benefits and to require a
reasonable relation between them. In effect, the IRB should assume more of
the burden of determining whether subjects ultimately should be allowed to
participate. In research that does not present significant risk to subjects,
however, an IRB should not prevent an investigator from inviting subjects to
participate in research because of its judgment that the research appears to
be of marginal scientific importance or does not include an intervention
that may benefit the subjects. Also, if the prospective subjects are normal

adults, the primary responsibility of the IRB should be to assure that suffi-
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cient information will be disclosed in the informed consent process, pro-

vided the research does not present an extreme case of unreasonable risk.

(E) Circumstances in which prospective subjects might be coerced or
unduly influenced should be avoided in the consent process. The need for
concern about coercion or undue influence will depend upon the nature of the
particular studies and the amount of risk they present. Protective steps

may include the following:

Providing subjects with an interval of time (consistent with
the nature of the protocol) in which to weigh risks and bene-
fits, consider alternatives, and ask questions or consult with
others;

Avoiding, whenever possible, seeking consent in physical set-
tings in which subjects may feel coerced or unduly influenced
to participate;

Avoiding, whenever possible, seeking consent when subjects
are in a vulnerable emotional state;

Limiting remuneration to payment for the time and inconven—
ience of participation and compensation for any injury re-—
sulting from participation; and

If students in a course will be requested to participate in
research, assuring that this 1is understood at the outset and

that reasonable alternatives are offered.

(F) Informed consent requires that all information relevant to a deci-

sion regarding participation be properly communicated to subjects. The in-
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formation must be presented in a manner likely to result in its being under-
stood. Thus, for example, medical or technical terms should be explained in
Tay Tanguage when they must be used. Written statements should be straight-—
forward and easily readable. The specific information to be communicated
should include those items that it is reasonable to expect that the subjects
would want to know in making a decision regarding participation in the re-—
search. While Recommendation (4)(F) contains a list of topics about which

it can generally be presumed that subjects would want to be informed, it
should be recognized that no such Tist is wholly adequate for this purpose.
Thus, there may be research in which it is not reasonable to expect that sub-—
jects would want to be informed of some item on the Tist (e.g., who is fund-
ing the research). More frequently, it can be expected that research will
involve an element that is not on the 1list but about which it can be expected
that subjects would want to be informed. Such information should, of course,
be communicated to subjects. In addition, the investigator should indicate
to subjects that questions are appropriate and be prepared to answer such
questions. The investigator should also indicate whether the results of the

research will be made available to subjects.

In some research there is concern that disclosure to subjects or pro-
viding an accurate description of certain information, such as the purpose
of the research or the procedures to be used, would affect the data and the
validity of the research. The IRB can approve withholding or altering such
information provided it determines that the incomplete disclosure or decep-
tion is not likely to be harmful in and of itself and that sufficient infor-

mation will be disclosed to give subjects a fair opportunity to decide
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whether they want to participate in the research. The IRB should also con-
sider whether the research could be done without incomplete disclosure or
deception. If the procedures involved in the study present risk of harm

or discomfort, this must always be disclosed to subjects. 1In seeking con-
sent, information should not be withheld for the purpose of eliciting the
cooperation of subjects, and investigators should always give truthful
answers to questions, even if this means that a prospective subject there-

by becomes unsuitable for participation. 1In general, where participants have
been deceived in the course of research, it is desirable that they be de-

briefed after their participation.

(G) As a rule it 1is desirable that there be documentation of consent
to provide the investigator with evidence thereof and the subjects with a
readily available source of information about the research. However, con-
sent forms should not be considered the only method by which information
about the research is communicated to subjects. Usually an oral presenta-
tion will be an effective method of communicating with subjects. The docu-
mentation of consent @.e. , the consent form) should never be confused with

the substance of informed consent.

Because a consent form documents an agreement between two parties, both
the subject and the investigator should retain a copy. The form should con-
tain the address and phone number of the investigator and indicate how to

contact the IRB.

In some studies of illegal or stigmatizing characteristics or behavior,

subjects would be placed at risk by the creation of documents Tlinking them

27



with the research. The most secure method of protecting confidentiality of
subjects in such studies is to create no written record of their identity,
since such records may be vulnerable to subpoena. Confidentiality assurances
are available from the Department of Justice and the Department of Health,
Education, and Welfare that may effectively protect such documents from sub-
poena in certain studies of illegal behavior or drug abuse. When such pro-
tection is not available in studies in which a breach of confidentiality

may be harmful to subjects, and subjects might prefer that there be no docu-
mentation linking them with the research, the IRB may waive the requirement

for documentation of consent in the interest of protecting the subjects.

In other studies, the requirement for documentation may place an undue
burden on the research while adding little protection to the subjects. Such
burdens might include a negative impact on the validity of a survey sample
or introduction of an element that is 1incongruent with the social relation-
ships involved in the research (e.g., 1in anthropological research). For re-—
search that would be burdened by a requirement of written documentation of
consent, such documentation may be waived, provided that the research pre-—
sents no more than minimal risk of harm to subjects and involves no proce-
dures for which written consent is normally required outside of the research
context. (For example, a physical intrusion into the body may generally re-
quire written consent, whether or not the intrusion is performed for purposes
of research.) 1In many cases (e.g., a survey using mailed questionnaires) it
would be appropriate for the investigator to provide subjects with a written
statement regarding the research, but not to request their signature. In

other cases (e.g., a telephone survey) an oral explanation might be sufficient,
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because subjects can readily terminate their involvement in the research.

In all research, but particularly when a short form or no written consent
will be used, it is important for the IRB to review the investigator's plans

regarding information that is to be provided orally.

(H) 1In studies of documents, records or pathological specimens, where
the subjects are identified, informed consent may be deemed unnecessary but
the IRB must assure that subjects' interests are protected. (If the subjects
are not identified or identifiable, the research need not be considered to
involve human subjects.) The Privacy Protection Study Commission concluded
that medical records can Tlegitimately be used for biomedical or epidemiologi-

cal research, without the individual's explicit authorization.

"provided that the medical-care provider maintaining the
medical record:

"(1) determines that such use or disclosure does not
violate any limitations under which the record or infor-
mation was collected;

"(i1) ascertains that use of disclosure 1in individually
identifiable form is necessary to accomplish the research
or statistical purpose for which use of disclosure is to
be made;

"(iii) determines that the importance of the research
or statistical purpose for which any use of disclosure
is to be made is such as to warrant the risk to the
individual from additional exposure of the record or
information contained therein;

"(iv) requires that adequate safeguards to protect

the record or information from unauthorized disclosure

be established and maintained by the user or recipient,
including a program for removal or destruction of identi-
fiers; and
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"(v) consents in writing before any further use or
redisclosure of the record or information in indivi-—
dually identifiable form is permitted."
The IRB should assure that such conditions exist before approving proposed
research in which documents, records or pathology specimens are used for re-—

search purposes without explicit consent, and that the importance of the

research justifies such use.

When the conduct of research using documents, records or pathology
specimens without explicit consent is anticipated, incoming patients or
other potential subjects should be informed of the potential use of such
materials upon admission into the institution or program in which the ma-
terials will be developed, and given an opportunity to provide a general
consent or to object to such research. The IRB should scrutinize with
care any proposal to isolate and use materials about persons with particu—
lar problems or conditions, to assure compliance with the foregoing provi-

sions regarding the use of private information.

Other situations in which informed consent might not be necessary arise
in field research in the social sciences. Sometimes in such research, purely
observational methods are supplemented by interaction with the persons being
studied and therefore come within the Commission's definition of research
involving human subjects. An IRB may waive the informed consent requirement
in such research when it finds a number of factors to be present. The be-
havior to be studied must in some sense be public, e.g., responses of busi-
nesses or institutions to members of the public, or social behavior in public

places. Nondisclosure must be essential to the methodological soundness of
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the research, and must be justified by the importance or scientific merit
of the research. Further, the research must present no more than minimal

risk and be unlikely to cause embarrassment to the subjects.

(I) When proposed research involves the collection of data that might
be harmful to subjects if disclosed to third parties in an individually
identifiable form, the IRB should be particularly attentive to the adequacy
of provisions to protect the confidentiality of the data. Depending upon
the degree of sensitivity of the data, appropriate methods for protecting
the confidentiality of the data may include the coding or removal of identi-
fiers as soon as possible, Timitation of access to the data, or the use of
locked file cabinets. 1IRBs should be aware of the general vulnerability of
research data to subpoena, particularly in studies that collect data that
would put subjects in Tegal jeopardy if disclosed. When the identity of
subjects who may have committed crimes or abused drugs is to be recorded
in a research investigation, the IRB should see that the study, if it is
eligible, is conducted under the appropriate assurances of confidentiality
available from the Department of Health, Education, and Welfare and the

Department of Justice.

(J) The Commission has transmitted recommendations for regulatory guide-
lines governing the conduct of research involving various subject populations
with reduced capacity to give informed consent. IRBs should assure that re-
search involving these populations complies with the guidelines that are

adopted by DHEW.
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RECOMMENDATION (5) THE SECRETARY OF HEALTH, EDUCATION, AND

WELFARE SHOULD REQUIRE BY REGULATION THAT AN INSTITUTIONAL REVIEW
BOARD SHALL REVIEW PROPOSED RESEARCH AT CONVENED MEETINGS AT
WHICH A MAJORITY OF THE MEMBERS OF THE BOARD ARE PRESENT AND
THAT APPROVAL OF SUCH RESEARCH SHALL BE REACHED BY A MAJORITY
OF THOSE MEMBERS WHO ARE PRESENT AT THE MEETING, PROVIDED, HOW-
EVER, THAT THE SECRETARY MAY SPECIFICALLY APPROVE EXPEDITED RE-
VIEW PROCEDURES ADOPTED BY AN INSTITUTIONAL REVIEW BOARD FOR
CAREFULLY DEFINED CATEGORIES OF RESEARCH THAT PRESENT NO MORE
THAN MINIMAL RISK. THE SECRETARY SHOULD REQUIRE, FURTHER, THAT
AN INSTITUTIONAL REVIEW BOARD INFORM INVESTIGATORS OF THE BASIS
OF DECISIONS TO DISAPPROVE OR REQUIRE THE MODIFICATION OF PRO-
POSED RESEARCH AND GIVE INVESTIGATORS AN OPPORTUNITY TO RESPOND
IN PERSON OR IN WRITING.

Comment: To require that IRB determinations be made by unanimous vote
might result in a serious retardation of the review process, would place ex—
cessive power in the hands of single members, and would create an incentive

for mitigating the diversity of viewpoints represented on the IRB.

Since discussion among IRB members is an important element in the success-
ful functioning of an IRB, all members of the IRB should receive a copy of
each research protocol and IRB determinations should be made in convened meet-
ings of a representative quorum of the members. However, IRBs that review
large amounts of research may find that certain categories of research recur

with some regularity, present no more than minimal risk to subjects, and pre-
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sent no serious ethical issue requiring IRB deliberation. The IRB should be
permitted to define categories of such research that would receive expedited,
rather than full review, thereby enabling it to concentrate its attention on
research that presents more serious issues. These categories should be sub-—

ject to DHEW approval before the expedited procedure can be used.

Expedited review should be carried out by the IRB chairman or by an ex-
perienced reviewer designated by the chairman. The review should assure
that the research in fact falls into a defined category of research not re-
quiring full IRB review and that the research involves no violation of the
basic ethical principles governing research involving human subjects. The
reviewer should have authority to approve the research if it meets the condi-
tions specified by the IRB, to request that the investigator bring the re-
search into conformity with the specified conditions, or to refer the pro-
posal to the IRB for full review. When there is any problem regarding in—
formed consent, reduction of risk, etc., the research should be referred to
the IRB for full review. Investigators should always be able to request
full IRB review. Records of each expedited review, including the protocol,
should be maintained as part of the IRB's records and be available for in—
spection by any member of the IRB. A1l members of the IRB should receive
prompt notice of protocols approved by expedited review, and any member should

be able to demand that the research be reviewed by the full IRB.

The following list provides some examples of research procedures for

which expedited review procedures may be appropriate. It should always be

remembered, however, that a study may entail more than minimal risk to sub-
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jects even though it inovlves procedures that ordinarily present no more

than minimal risk. For example, a minimal risk procedure may be used 1in
combination with more serious interventions, the subjects may be particu-
Tarly vulnerable to harm from ordinarily harmless procedures, or data may

be collected that could be harmful to the subjects if disclosed. For these
reasons, care should be taken in defining and using categories of research
for expedited review, and the reviewer should be alert for elements in parti-

cular proposals that require full IRB review.

Among the procedures for which expedited review (subject to the caveats

described) may be appropriate are:

(A) Collection (in a nondisfiguring manner) of hair, nail clippings
and deciduous teeth;

(B) Collection for analysis of excreta and external secretions
including sweat, saliva, placenta expelled at delivery, umbilical
cord blood after the cord is clamped at delivery, and amniotic
fluid at the time of artificial rupture of the membranes prior to
or during Tabor;

(C) Recording of data from adults through the use of physical
sensors that are applied either to the surface of the body or at

a distance and do not involve input of matter or significant amount
of energy into the subject or an invasion of the subject's privacy.
Such procedures include weighing, electrocardiogram, electroence-
phalogram, thermography, detection of naturally occurring radioac-

tivity, diagnostic echography, and electroretinography;
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(D) Collection of blood samples by venipuncture, in amounts not ex-
ceeding 450 milliliters in a six-week period, from subjects 18 years
of age and over who are not anemic, pregnant or in a seriously weak-
ened condition;

(E) Collection of both supra- and subgingival plaque, provided the
procedure is no more invasive than routine prophylactic scaling of
the teeth and the process is accomplished in accordance with accepted
prophylactic techniques;

(F) Voice recordings made for research purposes such as investiga-
tions of speech deficits;

(G) Moderate exercise by healthy volunteers;

(H) The use of survey research instruments (interviews or question-
naires) and psychological tests, interviews and procedures that are
part of the standard battery of assessments used by psychologists in
diagnostic studies and in the evaluation of judgmental, perceptual,
Tearning and psychomotor processes, provided that the subjects are
normal volunteers and that the data will be gathered anonymously or
that confidentiality will be protected by procedures appropriate to
the sensitivity of the data;

(I) Program evaluation projects that entail no deviation for subjects
from the noraml requirements of their involvement in the program being
evaluated or benefits related to their participation in such program;
and

(J) Research using standard protocols or noninvasive procedures
generally accepted as presenting no more than minimal risk, even

when done by students.
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Expedited review procedures may also be used to review minor changes in pre-—

viously approved research.

The expedited review procedures to be used and the specific categories
of research to which they will be applied must be adopted by the IRB and
specifically approved by the accreditation office established by the Secre-
tary of Health, Education, and Welfare. The IRB's authority to use such
expedited review procedures should be revoked if an audit shows a pattern

of improper application of such procedures.

Although the Commission has not recommended that IRBs be required to
meet in public, it supports the principle of open meetings. The public
generally should have access to IRB meetings, limited only by local Taw or
a decision of the IRB to close a meeting in order to discuss personal or
proprietary information. Public access to meetings should not necessarily
extend to the documents that will be discussed at the meetings. IRBs should
make provision to consider requests by investigators to close meetings or

portions of meetings at which their research proposals will be discussed.

The Commission has not recommended a mechanism for appeal from IRB de-—
terminations, since it believes that an IRB should have the final word at
its institution regarding the ethical acceptability of proposed research
involving human subjects. When there is disagreement in an area that may
be outside the expertise of an IRB, however, the use of outside consultants
is to be encouraged. Also, when there is disagreement over the application
of regulations or guidelines issued by the Department of Health, Education,

and Welfare, the accreditation and compliance office described in Recommenda-—
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tion (2) should provide expeditious clarification or interpretation upon
request by an IRB. Should an institution wish to establish an appeals
process, the Commission suggests that it be restricted to investigation of
prejudice or unfairness and that the appeals board not be given authority
to conduct a secondary review of the protocol or to reverse the IRB deci-

sion.
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CHAPTER 1. EXISTING MECHANISMS FOR APPLYING ETHICAL
GUIDELINES TO RESEARCH INVOLVING
HUMAN SUBJECTS
The problem of applying general rules and guidelines to specific cases,
and the use of groups to make such decisions when questions of public in-—
terest or societal values are at stake, has a very long history. A system
of a "multidisciplinary' nature can be found as early as the sixth century
B.C., when Solon replaced the old Athenian court system with one 1in which
all citizens -- including the Towest class -- could participate.1 They
were chosen by lot to sit in panels as judges and preside over what amounted
to both the Tower courts and the court of appeal. In Anglo—American law,
the jury is a prototypic body for deciding how broad rules apply to indivi-—
dual cases. Both Solon's court system and the jury are extensions of poli-

tical democracy to questions of criminal and civil responsibility.

A jury of peers, picked at random from the citizenry, 1is of course not
the sole means available for applying rules to situations. A quite different
approach, though also stated in terms of 'peers," has characterized the his-—
tory of some professions. The medical profession, for example, has tradi-
tionally professed concern with assuring that individual practitioners deli-
ver care which is both necessary and of high quality. The origin of the
professionally—controlled Ticensure mechanism in 19th century American medi-—
cine can be seen in these terms, although it has also been interpreted as
part of the effort to establish professional monopo]y.2 Thus, it is widely
held that a defining characteristic of a profession is a high degree of con-

trol over its own work.3 The actual performance of professionals has also
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been subject to the review of peers, at least under some circumstances.
Examples range from editorial boards of professional journals to tissue
review or medical audit committees in hospitals to DHEW study sections.
In recent years, the actual performance of physicians has come under the
broader scrutiny of Professional Standards Review Organizations (PSROs),
established 1in connection with the federal government's payments under

4

the Medicare, Medicaid, and Maternal and Child Health programs. None of

these review procedures, however, was established for the express purpose

of making decisions in the face of ambiguous or conflicting social values.

Human Subjects Review Procedures. Any useful set of ethical princi-

ples, guidelines or rules will require interpretation when applied to parti-
cular situations. In research involving human subjects, the desirability

of bringing to bear on such interpretations the judgment of individuals
other than the research investigator has come to be widely recognized and

is the basis of present regulatory approaches to the protection of human

subjects.

The first formal review procedures for protection of subjects apparently
were established in 1953, when a document called "Group Consideration of
Clinical Research Procedures Deviating from Accepted Medical Practice or In-—
volving Unusual Hazard' was issued in connection with the opening of the
Clinical Center at the National Institutes of Hea]th.5 This document showed
particular concern with the issues of how much risk to subjects was justi-
fiable and what aspects of a study must be disclosed to subjects. More im—

portantly it introduced the idea that the resolution of such issues on any
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particular project should be subjected to group consideration, although pri-
mary responsibility was seen as remaining with the 1nvestigator.6 These
original guidelines have undergone several revisions and continue to per—

tain to the "intramural programs' at NIH.

The Development of the Institutional Review System. The use of the Insti-

tutional Review Board (IRB) as a regulatory mechanism for research supported
by DHEW derives from the Public Health Service (PHS) review requirements ini-
tiated in 1966 by the Surgeon Genera].7 (Two surveys conducted in the early
1950s showed that some institutions had some type of review procedure prior
to the Surgeon General's requirements, although such procedures were hardly
uniform or universa1.8) In his memorandum establishing the institutional
review requirement, the Surgeon General issued the following statement of
general policy:

PubTlic Health Service support of clinical research and

investigation involving human beings should be provided

only if the judgment of the investigator is subject to

prior review by his institutional associates to assure

an independent determination of the protection of the

rights and welfare of the individual or individuals

involved, of the appropriateness of the methods used

to secure informed consent, and of the risks and poten-

tial medical benefits of the investigation.gq
This statement, it can be noted, explicitly assumed that the requirement per-—
tained to biomedical research, although a "clarification" issued by the Sur-—
geon General Tater in the same year extended applicability to behavioral re-—
search. The initial requirement was limited to PHS—supported research, and

was seen as supplementing the internal review system that had evolved since

1947 for evaluating the scientific quality of research proposals.
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A number of administrative changes in the PHS review requirements were
made in the years following the Surgeon General's memorandum. The most sig-—
nificant change was a shift from the initial procedure under which a descrip—
tion of the review procedure was submitted with each proposal to a system of
general assurances of institution compliance with the requirements, under
which an institution sought one approval for procedures that would be applied
to the review of any proposal within the IRB's jurisdiction. In 1971, the

well—known Institutional Guide to DHEW Policy on Protection of Human Subjects10

was published, establishing the PHS requirements as DHEW policy. Applicabi-
1ity was confined to studies "in which subjects may be at risk," and, though
no longer limited to PHS, remained confined to research supported by DHEW.

However, the Institutional Guide stated that if the Secretary judges that an

institution has failed to discharge its responsibilities for the protection
of "individuals in its care,'" whether or not DHEW funds are involved, the
Secretary ''may question whether the institution and the individuals concerned
should remain eligible to receive future DHEW funds for activities involving
human subjects.'" Administration of the policy remained in the Institutional
Relations Section of the Division of Research Grants, NIH. Throughout, the

Institutional Guide provided more detail and direction than had earlier PHS

statements.

DHEW Regulations for Protection of Human Subjects (45 CFR 46)

Regulations for protection of human subjects were issued by DHEW on
May 30, 1974 (45 CFR 46).11 These regulations, as subsequently amended

(March 13, 1975 and August 8, 1975),12 currently govern the system of Insti-

42



tutional Review Boards. The applicability of the regulations is stated to be
"to all Department of Health, Education, and Welfare grants and contracts sup—
porting research, development, and related activities in which human subjects
are involved" (sec. 46.101). Elsewhere, the regulations quote section 212(a)

of the National Research Act (P.L. 93-348), which provides:

The Secretary shall by regulation require that each
entity which applies for a grant or contract under this
Act for any project or program which involves the conduct
of biomedical or behavioral research involving human sub—
jects submit in or with its application for such grant
or contract assurances satisfactory to the Secretary that
it has established (in accordance with regulations which
the Secretary shall prescribe) a board (to be known as
an 'Institutional Review Board') to review biomedical
and behavioral research involving human subjects con-
ducted at or sponsored by such entity in order to pro-
tect the rights of the human subjects of such research.

The regulations provide no clarification of the apparent inconsistency between

this statement and the regulations' own statement of "applicability."

The regulations indicate that safeguarding the rights and welfare of
"subjects at risk" 1is primarily the responsibility of an institution that re-
ceives DHEW support for such research. To this end, the following DHEW policy
is stated:

[NJo activity involving human subjects to be supported by
DHEW grants and contracts shall be undertaken unless an
Institutional Review Board has reviewed and approved such
activity, and the institution has submitted to DHEW a
certification of such review and approval . . . (sec.
46.102(a)).

Specifically, the regulations require IRB review of proposed research

to determine whether "subjects will be placed at risk," and, if so, whether:
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(1) [tlhe risks to the subject are so outweighed by the
sum of the benefit to the subject and the importance
of the knowledge to be gained as to warrant a deci-
sion to allow the subject to accept these risks;

(2) the rights and welfare of any such subjects will be
adequately protected;

(3) Tegally effective informed consent will be obtained
by adequate and appropriate methods in accordance
with the provisions of this part. (sec. 46.102(b)).

When an IRB finds that risk is involved in research, the regulations also
require that it "reviewthe conduct of the activity at timely intervals"
(sec. 46.102(d)). Amendments published August 8, 1975, gave IRBs additional
responsibilities in the review of research involving fetuses, pregnant women
or human in vitro fertilization.13 These amendments were issued to incor-

porate the recommendations of the National Commission for the Protection of

Human Subjects.14

With regard to the composition of IRBs, the regulations require the

following:

The Board must be composed of not less than five persons
with varying backgrounds to assure complete and adequate
review of activities commonly conducted by the institu-
tion. The Board must be sufficiently qualified through
the maturity, experience, and expertise of its members

and diversity of its membership to insure respect for its
advice and counsel for safeguarding the rights and wel-
fare of human subjects. 1In addition to possessing the
professional competence necessary to review specific acti-—
vities, the Board must be able to ascertain the accepta—
bility of applications and proposals in terms of institu-
tional commitments and regulations, applicable law, stan-
dards of professional conduct and practice, and community
attitudes. The Board must therefore include persons whose
concerns are 1in these areas. (sec. 46.106(b)).
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The regulations also specify that no member shall be involved in the
review of an activity in which he has a conflicting interest, except to pro-
vide information; that no Board shall consist entirely of persons associated
with the institution; and that no Board shall consist entirely of members of

a single professional group.

General and Special Assurances. Recipients or prospective recipients of

DHEW support for research involving "subjects at risk" must provide "written
assurance acceptable to DHEW that they will comply with DHEW policy." This
assurance '"'shall embody a statement of compliance with DHEW requirements for
initial and continuing Institutional Review Board review of the supported ac-—
tivities" and "a set of implementing guidelines, including identification of
the Board and a description of its review procedures . . . " (sec. 46.104(a)).
No grant or contract involving human subjects at risk can be made unless the
investigator is affiliated with or sponsored by an institution which assumes

such responsibility.

Research may be conducted under two types of assurances -- general and
special. A general assurance describes the "review and implementation pro-
cedures applicable to all DHEW-supported activities conducted by an institu-—
tion" (sec. 46.105(a)). That is, the general assurance describes established
procedures that will be brought into play repeatedly, and thus is typically
submitted by institutions' in which DHEW-supported research involving human
subjects is recurrent. A special assurance, on the other hand, is the mecha-
nism used when a proposal is submitted by an institution that does not have

an approved general assurance, and describes the '"review and implementation
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procedures applicable to a single activity or project" for which support

is sought (sec. 46.105(b)).

For general assurances, the "implementing guidelines" submitted by the
institution must contain a "statement of principles which will govern the
institution in the discharge of its responsibilities for protecting the
rights and welfare of subjects. This may include appropriate existing codes
or declarations, or statements formulated by the institution itself" (sec.
46.106(a)). This statement is consistent with DHEW's view of the regula-

tions as specifying procedures but not constituting an ethical code.

As of August 1, 1977, 534 qnstitutions had an acceptable general assurance
on file with DHEW. A substantial minority of these institutions were re-—
stricted in the types of studies that they were approved to review; most of
these institutions were restricted from reviewing either medical or "Investi-
gational New Drug" studies, or "behavioral" studies. Approximately 350 special
assurances annually are approved. Since many projects run for several years,

as many as 1,000 special assurances may be in effect at one time.

The regulations state that failure to comply with the regulations may
result in early termination of awards or may affect the evaluation of sub-—
sequent applications or proposals (sec. 46.121)). The sanction of terminat-
ing a grant or contract due to noncompliance with the DHEW policy has not

been used since the DHEW regulations were issued in May 1974.

A Note on Regulations for Education Research. DHEW regulations for pro-

tection of human subjects (45 CFR 46) do not apply to the National Institute
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of Education (NIE) and the U.S. Office of Education (OE).15 The General
Education Provisions Act gives to the Director of NIE and the Commissioner
of Education authority to issue their own regulations, subject to the appro-

val of Congress.16

45 CFR 46 has not been adopted for education research
because some of the provisions therein are seen by the Education Division

as inappropriate to the research conducted under its auspices.l? NIE regu-
Tations do prohibit the use of data collection instruments "which consti-
tute unnecessary or offensive intrusion of privacy through inquiries re-
garding such matters as religion, sex, race, or po11't1'cs."18 They also
require parental consent of each respondent prior to the use of such in-
struments, although the Director of NIE may grant a waiver of this require-
ment.19 NIE also requires that subjects be protected "from physical, psy-
chological, or sociological harm, in accordance with the specific provisions

IIZO The

of the Department's policy on the treatment of human subjects.
provisions cited therein refer in turn to provisions of the DHEW Grants
Administration Manua].21 Similarly, OE grant and contract regulations also
incorporate the DHEW Grants Administration Manua].22 This Manual, 1in turn,
requires approved assurances, IRB review, and informed consent procedures
that are nearly identical to those of the DHEW regulations (45 CFR 46).
Thus, though the citations are circuitous; a system similar to that of the

rest of DHEW appears to be required within the Education D1'v1's1'on.23

DHEW Implementation of Regulations for Protection of Human Subjects

Responsibility for monitoring the composition and function of IRBs is

assigned to the Office for Protection from Research Risks (OPRR) 1in the Office
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of the Director, NIH. This office reviews both general and special assurances
as they are submitted, and either approves or disapproves them, or requires

modifications of the composition or procedures of the IRBs.

Negotiations for approval of an assurance are initiated with the submis-
sion by an institution of a statement of compliance and implementing proce—
dures. The assurance may be submitted voluntarily by the institution or re-—
quested by OPRR. For a special assurance, OPRR's review is generally limited
to the composition of the IRB and its findings with respect to the proposal
involved. For a general assurance, OPRR determines whether the composition
of the IRB 1is proper, whether the procedures for meetings and review are ade—
quate, and whether there is an appropriate statement of adherence to an ethi-
cal code. In making these judgments, OPRR determines whether the members of
the IRB are properly diverse with respect to background, affiliation, train-
ing and academic rank, as the regulations require. There is no specific
regulatory requirement for including racial or ethnic minorities or women,
but OPRR attempts to see that they are included. OPRR also reviews the ap-—
plicant institution's statement regarding the manner of appointment of mem—
bers to the IRB, the quorum requirements and voting procedures, and whether
the IRB has regularly scheduled meetings. 1In addition, OPRR reviews the
proposed methods for monitoring ongoing research projects and procedures
for record—keeping and for notifying the responsible parties in case of un-

expected complications.

Staff members of OPRR make approximately 30-40 site visits per year in
the process of negotiating assurances. At such visits, they review the

operating procedures of the IRBs and examine the IRBs' files.
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Review of Research Proposals

DHEW regulations provide that '"[nlotwithstanding any prior review,
approval, and certification' by an applicant institution, all applications
and proposals "involving human subjects at risk" submitted to DHEW shall be
evaluated by the Secretary for compliance with the regulations. Both De-
partmental employees and outside experts or consultants may be used. This
evaluation "may take into account, among other pertinent factors, the ap-—
parent risks to subjects, the adequacy of protection against these risks,
the potential benefits of the activity to the subjects and to others, and
the importance of the knowledge to be gained" (45 CFR § 46.115(a)). The means
by which this 1is done varies within the department, and differs for grants

and contracts.

Review of Grant Proposals. All grant applications received by NIH or

ADAMHA are reviewed by DHEW staff to determine whether or not human subjects
are involved, regardless of the initial determination by the applicant's IRB.
(When errors of omission are identified, OPRR is advised and the responsible
IRB 1is then requested to take appropriate action.) Grant applications are
then reviewed by an Initial Review Group (generally called a "study section"),
which provides scientific review of the research design and the competence

and experience of the principal investigator, The study sections are com-
posed of recognized authorities in specialized areas of research. Statutory
and administrative guidelines require selection from various geographic areas,
rotation of membership and the inclusion of women and other minority repre-

sentatives.
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The DHEW Grants Administration Manual (Chapter 1-40-20-6)stipulates
that:
Review groups may (a) recommend disapproval if the hazards
are so grave as to be unacceptable; (b) recommend approval
without restrictions when the subject's rights and welfare
are not infringed; (c) recommend approval but record expres—
sions of concern to be communicated to the institution spon-—
soring the project or activity; or (d) recommend approval
contingent on Timitation of the scope of the work or the
elimination of objectionable procedures involving human
subjects.
Any decision short of unqualified approval must be communicated to the offi-
cial of the sponsoring institution who signed the proposal and to the princi-
pal investigator. In addition, if the review group finds undue hazards to
subjects or if it questions the ethical probity of a research proposal, the
matter is referred to OPRR for further review. In most cases, OPRR writes

to the IRB involved to call attention to the objections raised by the re-—

viewers.

OPRR does not require that consent forms be submitted to DHEW with re-—
search proposals. (In fact, the present Director of that office has dis-
couraged the practice on the grounds that study sections have no legal staff
competent to assess consent forms and procedures, and there is insufficient
staff at OPRR and the Office of the General Counsel to perform this job.)

By contrast, ADAMHA requires 1its review groups to assure that the consent
procedures for each project are adequate; thus, in many cases, the ADAMHA

study sections review consent forms as part of the review process.

Once a grant application has been recommended for approval by a study

section, it must undergo final review and approval by one of 14 National
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Advisory Councils. Each institute of the NIH and ADAMHA has such a council,
which 1is required by law to include lay and public members in addition to
scientific members with the appropriate expertise for the areas served by
the council. The councils receive a summary of findings and the recommenda-—
tions of the study sections and, on the basis of their own review and dis-—
cussion, advise the appropriate departmental official whether or not the
research should be supported. (The official is not required to follow the
advice of the council and may in fact be unable to support all the proposals
which have been approved; however, no project may be funded following disap—

proval of the Advisory Council.)*

DHEW components other than NIH and ADAMHA have procedures which are
similar, if not identical to, those outlined above. Some rely primarily on
staff review supplemented by "outside opinions' of consultants, reviewers
or "field readers.”" Others rely on in-house committees, particularly for

review and approval of contracts.

Thus, the present system involves several reviews of a research grant
supported by DHEW: first by an IRB, next by DHEW staff, study section and
Advisory Council, and finally continuing review by the IRB. These reviews

are intended to complement each other.

Review of Contract Proposals. The DHEW regulations for protection of

human subjects also apply to research conducted under contract. Under DHEW

procurement regulations (41 CFR § 3-4.55) the judgment as to the need for IRB

Some institutes permit funding of small grants (with direct costs under
$35,000) without the review and approval of a National Advisory Council
or Board.
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review is to be made by the agency supporting the research and specified in
the Request for Proposal. The diversity within DHEW regarding review pro—
cedures for contract proposals probably exceeds that of grant review pro-—
cedures. Within NIH, all contracts involving human subjects in "nonthera-—
peutic research" must be reviewed and approved by the Medical Board of the
NIH Clinical Center. Projects involving "therapeutic research" are reviewed

by committees of varying composition within the various institutes.
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CHAPTER 2. A STupY OF THE PERFORMANCE OF
INSTITUTIONAL REVIEW BOARDS

In preparation for its deliberations on mechanisms for protecting human
subjects, the Commission recognized the importance of developing systematic
information about the performance of Institutional Review Boards (IRBs). Al-
though IRBs play a key role in the existing system for protecting human sub-
jects, only superficial information about IRBs was available from DHEW, and
existing studies were either dated, of limited depth, or based on the experi-—
ence of single, selected IRBs.* The Commission therefore contracted with the
Survey Research Center of the University of Michigan for a systematic survey

of a representative sample of IRBs.

This study focused on review procedures and research projects at a prob-
ability sample of 61 1institutions drawn from the more than 420 institutions
with general assurances approved by DHEW. The study covered research reviewed
by IRBs at these institutions between July 1, 1974 and June 30, 1975. Approxi-
mately 3,900 persons were interviewed, including more than 2,000 research in-

vestigators whose proposals had been reviewed, over 800 members or persons

Bernard Barber et al., Research on Human Subjects: Problems of Control
in Medical Experimentation, Russell Sage Foundation, New York, 1973;
Dale H. Cowan, Human Experimentation: The Review Process in Practice,
Case Western Reserve Law Review, Vol. 25, No. 3, 1975, pp. 533-564;
Bradford H. Gray, An Assessment of Institutional Review Committees in
Human Experimentation, Medical Care, Vol. 13, No. 4, 1975, pp. 318-
328; Sherry E. Marcy, A Systems Study of a University Committee for
Protection of Human Subjects of Experimentation, unpublished Master's
Thesis, Yale University School of Public Health, 1974; Kenneth Melmon
et al., Emerging Assets and Liabilities of a Committee on Human Welfare
and Experimentation, New England Journal of Medicine, Vol. 282, No. 8,
1970, pp. 427-431; Eugene J. Millstein, The DHEW Requirements for the
Protection of Human Subjects: Analysis and Impact at the University
of California, Research Management Improvement Project, University of
California, Berkeley, 1974.
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especially knowledgeable about the IRBs in the sample, and almost 1,000 sub-—

jects or third persons who consented on their behalf.*

IRBs exist in a number of distinctive institutional environments. Medi-—
cal schools (and universities that share IRBs with medical schools) accounted
for 59 percent of the research reviewed by IRBs in the sample. Universities
(with IRBs separate from those for medical schools) and hospitals accounted
for 18 percent and 15 percent, respectively. Most of the remaining research
was conducted in institutions for the mentally infirm, although some was con-—

ducted in research institutions or in dental or nursing schools.

Approximately 60 percent of the studies reviewed by IRBs was biomedical,
most frequently involving the administration of drugs or the study of samples
of bodily fluids or tissues. 1Investigators in many of these studies reported
that the major intervention (e.g., the administration of a drug) would have
occurred even if the patient had not been involved in the study. Behavioral
research -- most frequently using interviews, questionnaires, testing or ob-—
servation -- accounted for about one—thirdof the research reviewed by IRBs;
about a fifth of the behavioral research entailed the study of an interven—
tion such as social or psychological therapy, behavior modification techni-—
niques or educational innovations, The remaining small fraction of the re-

search reviewed by IRBs (about six percent) involved secondary analyses of

In addition to its reports on the performance of IRBs, the Survey Re-—
search Center made separate reports on research involving prisoners,

research involving children, and research involving those institu-
tionalized as mentally infirm. Those reports are summarized in the

Commission reports on those respective topics.
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data or the study of bodily fluids or tissues that had been obtained for

other purposes.

IRBs face greatly varying work loads. An IRB at a small dnstitution may
not receive even a single proposal 1in a given year, while IRBs in major medi-—
cal schools or universities receive hundreds of proposals for review. The
average IRB reviews 43 proposals per year. The number of members on IRBs 1in
the sample ranged from 5 to 55, with an average of 14. IRBs in the sample
met as few as two and as many as 51 times per year, with an average of 10
meetings per year. The average IRB expended 760 member—hours per year on
IRB work; this figure ranged as high as 5,000 member—hours for one IRB.

IRBs spend an average of almost one hour per proposal 1in meetings, and the
total number of member—hours per proposal (including time spent outside of

meetings) averaged 38 hours and ranged as high as 270 hours at one IRB.

Composition of IRBs. The majority of IRB members in the sample were bio—

medical scientists (50 percent) or behavioral scientists (21 percent); about
30 percent did not identify themselves as biomedical or behavioral scientists.
This Tatter group included administrators, lawyers, nurses, members of the
clergy and others. Biomedical researchers, behavioral researchers, full-—time

administrators and "community representatives' were each found on approximately
90 percent of the IRBs. About three—fourths of the IRBs included a Tawyer;
this was particularly characteristic of IRBs in medical schools and occurred
least frequently (in fewer than one—third of the IRBs) at institutions for

the mentally infirm. A1l IRBs included at least one member who was not other—

wise affiliated with the institution. The membership of half of the IRBs was
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reported to include racial or ethnic minorities. Eighty—eight percent of
the IRBs included women. Three—fourths of IRB members were asked to serve
(only five percent said they sought membership), and fewer than five per-—
cent said that they had had any special training for their role, although
most said they had received a briefing or some written instructions (e.g.,

the DHEW regulations).

A diversity in attitudes and concerns 1is associated with the diversity
of membership on IRBs. There were differences among biomedical scientists,
behavioral and social scientists, and other IRB members regarding the issues
that they reported raising for discussion, the matters about which they be-
Tieved that other members perceived them to be expert, and the emphasis that
they reported placing on different aspects of research proposals. Nonscien-
tists generally reported themselves to be less active and less influential
than other IRB members. Nevertheless, almost all IRB members indicated that
viewpoints of all members were sought and considered in IRB decisions, and
almost 90 percent of IRB members expressed satisfaction with their accom—

plishments on the IRB.

Policies and Procedures of IRBs. Although there are a few common denom-

inators among IRBs -- almost all reported discussing proposals in convened
meetings, and most review all research, regardless of funding source -- the
diversity of their policies and procedures is striking. About two-thirds of
the IRBs had a procedure to screen out proposals that did not need attention
from the IRB. About half of the IRBs assigned proposals to individual mem-

bers for intensive review, and about one—fourthof the IRBs reported dele—
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gating some responsibility to subcommittees for similar purposes. Half of
the IRBs required that proposals be submitted on standard forms, and most

of the others provided investigators with some instructions regarding the
submission of proposals. About half of the IRBs took formal votes on all
proposals, and almost all took formal votes on at least some occasions. Two—
thirds of the IRBs accepted majority approval as satisfactory; one—fourth re—
quired unanimity. More than half of the IRBs said that their meetings were
open to nonmembers. More than one—fourthof the IRBs said that investigators
always attend the meetings at which their proposals are discussed, and more

than 80 percent of the IRBs reported that this happened at least occasionally.

One—fifth of the IRBs reported that approved proposals are routinely
subjected to further review. Thirteen percent of the IRBs reported that re-
jected proposals were automatically reviewed a second time. Half of the IRBs

had provisions for investigators to appeal IRB decisions.

IRB Involvement After Final Review. Most IRBs approved some projects

with the stipulation that they be reviewed again after periods ranging from
one month to three years, but usually after one year. When an ongoing pro-—
ject was submitted for review, four—fifths of the boards required that in-
formation be provided concerning such matters as the progress of the re-—
search, changes 1in the original protocol, tentative results, the number of
active subjects and refusals to participate, consent forms and subject—re-—
Tated problems. Only half of the boards reported having either a formal

or informal policy regarding the reporting of injuries to subjects. 1In

most of these IRBs, investigators were supposed to notify the IRB in the
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event of injuries to subjects; a few IRBs reported that research was to be

halted or reviewed again if injuries occurred. Forty percent of the Boards

had a policy regarding treatment of or compensation for injuries to subjects.

More than one-third of the Boards had, at some time, designated some-—
one to observe the manner in which projects were conducted; half of these
Boards said that this was done routinely, and the others reported that pro-
jects were observed only under certain circumstances, such as when there
was particular risk, when children were involved or when there had been prob-

Tems in the past.

Over 80 percent of the IRB members felt that it was Tikely or certain
that their IRB would Tearn of the existence of research involving human sub-
jects that had not been reviewed or that was being conducted in a way that
was substantially different from the manner approved by the IRB. Respon-
dents from universities felt least certain of this. One-fourth of the
IRBs had become aware of the conduct of such research in the previous year.
In such situations, IRBs were reported to have intervened to require re—
search to be reviewed or to have called the matter to the attention of in-

stitutional authorities.

IRB Modifications of Research Proposals. Information provided by in-

vestigators indicated that more than half of the proposals reviewed by IRBs
were modified, either by requests for additional information or by substan-

tive modifications. Most modifications occurred as a result of the formal

review process, although some projects were modified as a result of infor-

mal contacts between investigators and IRB members. IRBs sought more infor—
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mation about almost one—thirdof the proposals submitted for review, and
they required modifications regarding informed consent in one—fourth of the
proposals. Modifications regarding scientific design, subject selection,
risks and discomforts, and confidentiality were each made in three to four

percent of proposals.

IRBs varied markedly in the percentage of proposals that they modify.
Modifications 1in every proposal were reported for 14 percent of the IRBs,
while at 22 percent of the IRBs no more than one—thirdof the investigators
reported that the IRB had required modification in their proposals. IRBs
also varied in the variety of modifications they make. For 19 percent of
the IRBs, only one type of modification in proposals was reported, while
seven percent of IRBs made all six types identified in the survey (i.e. ,
modifications regarding consent, risks, scientific design, subject selection,
confidentiality and "other" modifications). The median number of types of

modifications by IRBs was 2.5.

Risks and Benefits of Research Approved by IRBs. More than half (55 per-

cent) of the projects for which information was available were expected by the
investigators to be of benefit to the research subjects. There was little dif-
ference 1in this regard between biomedical projects and projects that involved

a behavioral intervention, although the nature (medical or psychological) of
the benefits differed. Fewer than one—thirdof the behavioral projects that

did not involve the study of an intervention were expected to benefit subjects.

Estimates of the probability and magnitude of the possible harms to sub-

jects were also provided by investigators. One—fourthof the investigators
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judged their projects to be without risk, and another fourth judged their
research to have no more than a '"very low" probability of "minor' complica-
tions. About half of the research involved more risk -- at least a "Tow"
probability of minor complications or a "very low" probability of serious
complications. Table 1 shows that as the assessed risk of projects increased,
so did the Tikelihood that the projects would benefit subjects; provisions

for treatment of injuries to subjects and the actual occurrence of injuries
to subjects also were most likely to be found in studies in which the in-

vestigator's assessment of risk was relatively high.

These estimates of risk should not be treated as objective assessments
of the degree of risk present in research. The assessment of independent
raters would undoubtedly differ in some cases from the assessment of investi-—
gators themselves. That is, after all, one rationale for the review process.
Nevertheless, the validity in the aggregate of the investigators' estimates
of the riskiness of their research receives some confirmation from the fact
that injuries to subjects were more likely to be reported in studies in
which risks were assessed as relatively high (see Table 1). Table 1 also
shows that as the risk of projects increased, so did the likelihood that the
projects would benefit the subjects. Only about one-third of the "no risk"
projects were expected to benefit subjects, while at the other end of the
risk scale, 80 percent of the projects were expected by the investigators

to benefit subjects.
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Table 1

Risk, Benefit, and Availability of Treatment for Harmful Effects
(Percent of Projects)

Expected
by Investigator Harmful Treatment
to Benefit Effects Reported

Relative Risk Level* Subjects Reported Available
No risk (N=710) 34% 0% 14%
Very Tow risk (N=446) 52% 1% 31%
Low risk (N=459) 63% 3% 52%
Moderate risk (N=483) 80% 12% 81%

o
w

As assessed by investigators

Overall, harm to subjects was reported in three percent of the projects. These

harms were generally considered trivial or only temporarily disabling. Three

investigators reported fatal effects; in each of two projects one subject died
and in one project three subjects died. Each of these projects involved can-
cer research, and in two of the projects some subjects were in near terminal

condition at the time of their participation in the research.

In three projects, the investigator reported that a breach of confiden-
tiality had occurred which had harmed or embarrassed a subject; most investi-
gators reported having some procedure to protect subjects’ confidentiality,

but in more than ten percent of the projects no such procedures were reported.

There were some indications that IRBs which review relatively risky re-
search are more careful 1in their reviews. For example, a more comprehensive

set of issues was reportedly discussed during the review of proposals, and
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the rate of modification of proposals was greater, in IRBs that review more
relatively high risk research. This correspondence between risk and perfor-
mance occurs in medical schools and hospitals, but not in universities.

Thus, it appears that in some IRBs the allocation of energy may not be re-

Tated to the degree of risk in the projects under review.

Selection of Subjects in Projects Approved by IRBs. By and large, IRBs

accepted investigators' plans for selection of subjects. However, changes
were required in three percent of the projects, usually by Tlimiting or re-
stricting the sample in some way. '"Patients" served as subjects in 76 per-
cent of the projects approved by IRBs in medical schools and in 86 percent

of projects in hospitals. 1In almost half of these projects, the subjects
were the investigator's own patients. Patients were subjects in only 17
percent of the projects in universities (and 66 percent of projects in other
institutions). University projects most frequently involved college students
(37 percent) as subjects. Subjects in most research were selected because

of a specific condition or characteristic. For patients, their disease was
usually a selection criterion; 1in research in universities, the most common
selection criteria were demographic characteristics such as age or educational
situation. Persons identified as patients served as subjects in three-fourths
of the projects expected to benefit subjects and in half of the other studies.
Persons selected from the general population were more likely to be partici-
pants in projects not expected to benefit subjects than in projects expected

to provide such benefits.

Projects in which investigators reported relatively high proportions of

(1) males, (2) persons between 41 and 64 years of age, and (3) high or middle
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income persons were more 1likely than other projects to be above average 1in
risk. Overall, although more investigators described their subjects as
"low income'' persons than as "high income' persons, there was no evidence
that Tow income persons were particularly likely to be selected either for
relatively risky research or for research that was not expected to benefit
subjects. Projects involving substantial proportions of children or older
people were more likely to be expected to benefit the subjects than were

projects that drew more heavily on 19 to 40—year-olds.

Informed Consent. Informed consent is the focus of considerable acti-

vity by IRBs; yet it clearly remains a problem. According to investigators,
IRBs required changes regarding the obtaining of consent in one—fourth of the
projects they approved. Virtually all of these changes pertained to the con-
tent of consent forms -- most commonly through the addition of materials --
rather than the way in which consent was obtained; in fewer than one percent
of the studies did IRBs require changes regarding the timing of the consent
process, who obtained consent, the setting in which consent would be obtained,

or the presence of a witness.

Investigators reported that informed consent was obtained in almost 90
percent of the projects. Usually such consent was obtained in writing. The
major reasons cited for not obtaining consent were that the return of ques-
tionnaires implied consent, that only routine procedures or treatments were
being used, or that the study was based exclusively upon existing records,

data or materials gathered for other purposes.
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Principal 1investigators had either exclusive or shared responsibility
for obtaining consent in 70 percent of projects, and someone other than the
persons seeking and giving consent was present when consent was sought in
about half of the projects. In two-thirds of the studies expected to bene-
fit subjects directly, investigators reported that the benefit to subjects
was emphasized when consent was obtained, although benefits to others in the
future or to scientific knowledge were mentioned in about half of the pro-
jects. In projects not expected to benefit subjects directly, benefits to
others and benefits to scientific knowledge were each reportedly emphasized
in the consent process 1in about half of the studies; direct benefits to sub-—
jects were reportedly given emphasis in about one-fifth of these studies.
Principal investigators generally reported that the participation of subjects
was requested when consent was obtained. Investigators recommended partici-
pation 1in 35 percent of the projects expected to benefit subjects, and in

seven percent of the projects not expected to benefit subjects.

In 15 percent of the studies, investigators reported that some informa-
tion was withheld from subjects. This occurred most frequently (29 percent)
in studies conducted in universities and least frequently (12 percent) 1in pro-—
jects conducted in medical schools, and as often in projects expected to
benefit subjects as in other studies. The reason given for withholding in-
formation was usually to eliminate sources of bias in the study or because
it was believed that the subject would not understand the information. The
information not disclosed usually pertained to the purpose of specific pro-—

cedures in the study or to the identity of the medication or treatment being

used with particular subjects (as in double-blind research designs). Ina
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few projects (two percent) investigators reported that subjects were given

information that was untrue. Most of these projects were conducted in uni-—
versities. The false information usually concerned the purpose of the pro-—
cedures used in the study, and the reasons again pertained to the avoidance

of bias in the data.

Subjects were paid in a few studies (seven percent of the studies ex-—
pected to benefit subjects and 20 percent of other studies). These payments
tended to be small -- usually under ten dollars -- but ranged as high as one

or two hundred dollars in rare instances.

Despite the general use of consent forms and the evidence of IRB concern
regarding such forms, consent forms tended to be inadequate, according to an
analysis of the content and readability of the actual forms used in the re-
search. On an index composed of six consent elements mentioned in DHEW regu-—
Tations (45 CFR § 46.103(c)) -- the purpose of the research, the procedures in-
volved, the risks, the benefits, a statement that subjects are free to with-
draw from the research, and an invitation to ask questions -- only 18 per-—
cent of the forms were complete or nearly complete. Twenty-one percent of
the forms from hospitals and medical schools were complete or nearly so,
while this was true of less than 10 percent of the forms from universities
and other institutions. Descriptions by investigators of the topics covered
in oral explanations added only negligibly to the information that was trans-—

mitted to subjects.

Some elements received more coverage than others in consent forms. The

procedures of the research were not mentioned in 10 percent of the forms;
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the purpose was not mentioned in 23 percent; neither the presence nor the
absence of benefits to the subjects was mentioned in 45 percent. Risk was
not mentioned in 30 percent of the forms, and 70 percent of these forms

were in studies that were described by investigators as entailing at Tleast

a very low probability of minor harm to subjects. Even in consent forms

in which these various elements were mentioned, fewer than half of the

forms provided a detailed description. In some cases, these topics were
mentioned only in statements saying "I certify that I have been informed

of the purpose, procedures, and risks and benefits of this study." A state-
ment regarding withdrawal from the study was not present in 22 percent of

the consent forms; however, many of these may have been from studies in which
the active participation of subjects ended quickly. An offer to answer ques-—
tions appeared in more than half of the consent forms. A description of al-
ternative treatments might have been expected in studies that were expected
to be of benefit to subjects; however, this occurred in fewer than 20 per-
cent of the cases. Similarly, consent forms from projects described by in-
vestigators as including an "experimental" element might have been expected
to mention this. About 60 percent of the consent forms from such projects,
however, did not call attention to the experimental nature of the project

through the use of words such as "experiment,' "research" or "investigation."

A "reading ease score' was computed for each consent form, using a stan-

dard measure, the Flesch Readability Yardstick.* Consent forms tended to be

Rudolf Flesch, A New Readability Yardstick, Journal of Applied Psychology,
Vol. 18, No. 3, June 1948, pp. 221-233. The "reading—easescore' is
based on word length, i.e., the average number of syllables per 100 words,
and sentence Tlength, i.e., the average number of words per sentence.
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written in academic or scientific language that may be difficult for the lay-—
man to understand. Descriptions of the procedures used in the research tended
to be somewhat more readable than descriptions of the purpose or risks of the
research; but overall, no more than 15 percent of the consent forms were in
language as simple as is found, for example, in Time magazine. In more than
three—fourthsof the consent forms, fewer than ten percent of the technical

or medical terms were explained in lay language. It is questionable whether
many subjects would find most consent forms very useful to them in making
decisions regarding participation in research. No information is available

on the degree to which the difficult Tanguage of the consent forms is miti—

gated by oral explanations in simpler terms.

No relationship was found between the completeness and readability of
consent forms. There was no tendency for the more complete consent forms to
be either more or Tless difficult to read than were the less complete con—

sent forms.

Comparisons were made of the pre— and post—reviewversions of consent
forms from the same projects to attempt to elucidate why IRBs required many
modifications in consent forms, yet approved forms that were frequently in-—
complete and difficult to read. No significant difference was found on the
average readability or completeness scores between consent forms as submitted
to the IRBs and the consent forms as approved by the IRBs. This was true
even on consent forms changed by the IRBs. Furthermore, an examination of
forms as submitted for review showed no significant differences (in the ex-

pected direction) between those for which modification was requested by the
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IRBs and those for which. no modification was requested. That is, the less
readable and Tess complete forms were no more likely to elicit a request for

modification than were the relatively readable and complete forms.

The Performance of Institutional Review Boards. The present study in-

cluded examination of differences among IRBs in the extent to which each (a)
is comprehensive in its discussions of proposals, (b) has procedures to moni-—
tor the progress of research, (c) makes modifications in proposals to improve
the protection of the rights and welfare of human subjects, (d) approves
readable and complete consent forms, (e) is judged by IRB members to do a

good job, and (f) is viewed positively by investigators.

Although a high score on any particular measure may not indicate an ef-
fective IRB, one that scores high on all of these aspects could presumably
be judged to be effective, and an IRB that scores Tow on all of these aspects
is presumably ineffective. However, no such patterns among the criteria
emerged in the analysis of the data. Instead, it was found that an IRB's
score on one of the measures tended to be unrelated to its score on the
other measures. Thus, for example, there was no relationship between evalua-
tions of an IRB by 1its members and by evaluations by the investigators whose
research it reviews. Overall, four—fifths of the specific indicators of
performance showed no relationship to each other; of the few relationships

found, almost as many were negative as were positive.

There were, however, some findings of interest regarding the relationship
of the measures of performance. IRBs that most frequently made modifications

in consent forms tended to approve the most complete consent forms. However,
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this appears to be an indirect effect of these IRBs' attention to consent
forms, because the consent forms submitted to these IRBs were also more com-
plete than those submitted to other IRBs. No similar effect regarding reada-
bility was found, nor was there any evidence of improvement (regarding reada-
bility or completeness) on consent forms as a direct result of changes re-

quired by the IRB.

There was also evidence that the Boards which make the most common types
of modifications 1in proposals tend to receive lower evaluations from investi-
gators. Thus, IRBs that made frequent requests for more information from in-—
vestigators were evaluated in less positive terms by investigators. Similarly,
at institutions where IRBs made relatively frequent modifications concerning
consent, 1investigators more frequently disagreed with the statement that the
IRB protects the rights and welfare of human subjects. These findings sug-
gest that there may be a trade-off between IRB activity and investigator
acceptance, particularly when investigators do not see a link between the
IRBs' actions and the protection of subjects. Clear trade-offs among the

measures of performance occurred infrequently, however.

IRBs whose work Tload included a large proportion of biomedical research
tended to rank relatively high on many (though not all) criteria of perfor-
mance. For example, they tended to make more modifications regarding consent
and risk in proposals, they more often monitored projects, and they reported
their discussions as relatively more comprehensive. On the other hand, they
were more likely to approve research in which no provisions were made to pro-
tect the confidentiality of the data and to approve less readable, though more

complete, consent forms.
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In general, the procedures, policies and composition of IRBs showed re-—
Tatively 1little relationship to the various measures of performance. Again,
no consistent pattern emerged. Thus, for example, IRBs that assigned pro-
posals to individuals or subcommittees for intensive review tended to make
a greater variety of modifications in the proposals they reviewed. However,
they did not make more frequent modifications, nor did they rank high on any
other measure of performance. IRBs for which approved proposals were sub-—
ject to a subsequent review made more modifications regarding risk and scien—
tific design than did other Boards, but they were no more likely than others
to make other modifications in proposals (e.g., regarding consent) and they

were less Tikely to monitor the actual conduct of the research.

The various measures of performance showed almost no relationship to
either the presence of particular types of persons on the IRB or the overall

heterogeneity of membership.

The operation of the review process was viewed more favorably than un-—
favorably by most research investigators and IRB members (see Table 2). How-
ever, a substantial minority, particularly of the investigators, felt that
the review procedure 1is an unwarranted intrusion on the investigator's auto-—
nomy, that the IRB gets into inappropriate areas, that it makes judgments it
is not qualified to make, and that it has impeded research. The problem (from
a list of ten problems) most frequently indicated by Board Members was getting
members together for meetings. More than one—fourthof the IRB members indi-
cated as problems the need for rapid action to meet deadlines imposed by fund-—
ing agencies, the Tack of precise DHEW guidelines, and the time spent unneces-

sarily reviewing research with Tittle risk.
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Attitudes of Research Subjects. 1Investigators who found it appropriate

to cooperate in this aspect of the research sent letters to their subjects in-
dicating that the Survey Research Center wished to interview them about their
experience 1in research. Only those subjects who returned a post card indi-
cating their willingness to be interviewed were contacted. This procedure
was employed to protect the privacy of the subjects of the research under
study, and it complicated the inherent difficulties of contacting such a sam-
ple. Thus, a true probability sample of research subjects was not obtained,
and the sample cannot be considered representative. Furthermore, periods of
up to a year had elapsed since some subjects' participation. These data,

therefore, must be interpreted with caution.

Most subjects or third parties recalled giving consent for participation,
but one out of ten indicated that it was not understood that they were to be
involved in '"research.'" The majority, however, felt that they had been given
clear, sufficient and accurate information about the project in which they
participated. The single most prevalent reason for subjects' participation
was the expectation of medical, psychological or educational benefits. Al-
most all of the respondents (98 percent) felt that participation was volun-—
tary; most felt positively about the experience; and two-—thirds felt that
they (or the subject) benefited directly. Thirteen percent, however, said
that they had experienced unexpected difficulties. About 70 percent said

they would be very willing to participate in a similar study again.

Subjects and third parties who consented on their behalf offered a num-—

ber of suggestions and comments, including the desirability (expressed by

73



19 percent) for additional information about the research and the need (ex-—
pressed by 11 percent) for more care or courtesy on the part of investigators

in their treatment of subjects.

Summary. To summarize briefly the study's findings, IRBs are quite active
in the review of proposed research, They modify over half the proposals re—
viewed. They are very concerned with informed consent and require modifica—
tions regarding informed consent in one—fourthof the proposals reviewed.

There 1is a clear tendency for IRBs to approve research in which risk is related
to benefits to subjects. On the negative side, IRBs' attention to the issue

of informed consent is almost exclusively confined to consent forms, with IRBs
having Tlittle other impact on the process by which consent is obtained. Never-—
theless, consent forms were frequently deficient in content and tended to be
difficult for the average layman to understand. Furthermore, no evidence was
found that IRBs help to improve consent forms. Forms that are difficult to
understand when first submitted to IRBs are no more understandable after they

pass the review. Neither are they more complete.

IRB members and investigators were virtually unanimous 1in agreeing that
the IRBs at their institutions help to protect the rights and welfare of human
subjects, and most agreed that the procedures are reasonably efficient and
even that they have had the effect of improving the scientific quality of re-
search. There are some serious criticisms of IRBs as well, particularly from
among social and behavioral researchers. Nonetheless, researchers as well as
IRB members seem to recognize the need for the review of research, to accept
the Tlegitimacy of IRBs, and to be prepared to play a role in supporting the

work of IRBs.
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CHAPTER 3. LEGAL ASPECTS OF INSTITUTIONAL
REVIEW BOARDS

While the courts have not been directly involved, a number of Tlegal
issues -- including questions related to federal spending power, academic
freedom, due process, tort liability, and open meetings and records -- are

relevant to the operation of IRBs.

Federal Spending Power. An IRB is created by the institution in which

it operates. The institution selects the members and invests the IRB with
authority to review research according to standards adopted by the institu-
tion. To obtain federal research funds, however, the institution must con-—
form the composition, structure and duties of its IRB to DHEW regulations
issued pursuant to the National Research Act (1974),1 which directed DHEW

to require that any institution receiving support must establish an IRB to
review ''research involving subjects conducted at or sponsored by the institu-—
tion." Despite some ambiguity in the Act and in regulations implementing
this directive,2 DHEW requires IRB review of all research involving human
subjects, whether or not federally funded. Although the power of Congress
to regulate nonfunded activities through the funding power has been chal-
Tenged in other contexts, it has not yet been definitively sett]ed.3 If the
courts restrict Congress' power to regulate nonfunded activities as a condi-
tion of federal funding, however, it is Tikely that they will permit regula-—
tion of nonfunded activities when reasonably related to the purpose of the

federal spending.4

If the purpose of research support by DHEW is to promote ethically-con-—

ducted research involving human subjects, it could be argued that application
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of the regulations to all such research, whatever the funding source, rea-—
sonably advances protection of subjects in the DHEW-funded research. Re-
quiring the same rules for all research in a given category might make the
institution generally more aware of problems in protecting subjects and
overseeing research, and might induce greater awareness, commitment and
consistency in ethical concerns among investigators, all of which would en—
hance ethical conduct of federally funded research. While it could also
be argued that review of all research is not essential to the protection
of subjects 1in funded research and in some cases might even undermine that
goa],5 the condition appears closely enough related to the purpose of as-—
suring ethically conducted research in the funded program to satisfy a

rational relation test. 6

Academic Freedom and Free Inquiry. Some have argued that the requirement

of prior review and approval by an IRB violates constitutional rights of aca-
demic freedom and free inquiry. This question has not been specifically ad-
dressed by the courts, nor has a constitutional right to do research been
recognized. Yet there is good reason to believe that if a case arose, the
Supreme Court would recognize a First Amendment '"right to research."7 Such
constitutional protection would not be precluded because research contains
elements of conduct.8 It would be anomalous 1if the publication and reading
of a scientific article could not be prohibited, but the research that must

occur before it were published could be.

If research is within the ambit of the First Amendment, then the govern—

ment cannot regulate or restrict it on the basis of the ideas or knowledge
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sought (its "content"), but only on the basis of the manner in which the
research is carried out. Thus, the state may not interfere with the research-
er's choice of the end or topic of research, but may regulate only the methods
used in the research, in order to protect interests in health, order and
safety with which unrestricted research might conflict. Such restrictions

are valid if they are reasonably related to protection of nonspeech inter-
ests and are not so vague and overbroad that they chill the exercise of pro-
tected speech. Thus, the state may restrict research methods to protect

the health or autonomy of subjects, or the safety of the surrounding commu-
nity, even if, 1in some instances, the restrictions prevent the research al-
together. It could not, however, ban a study on the ground that the know—
Tedge sought was undesirable unless it presented a clear and present danger
of substantive harm within the state’s power to prevent. Moreover, the clear
and present danger test is a strict one, and requires that the harm from the
knowledge sought be both imminent and substantia];9 public offense or dis-

Tike for particular knowledge would not satisfy the test.

The IRB review process is essentially a system regulating the manner
of conducting research in order to protect the interests of subjects --
interests which are independent of the knowledge sought or the uses to
which it will be put. The researcher remains free to investigate the topic,
as long as he uses methods that will not harm subject interests that the

state or institution may validly protect.

Where the IRB system 1is imposed on researchers as a condition of em-—
ployment, matriculation or receipt of research funds, the same constitutional

limitations will not apply. Neither the government nor a university has a
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Tegal obligation to support research of any particular kind, nor hire re-
searchers 1in any particular area.10 Research allocation decisions may be
based on an assessment that the research is important, acceptable to the
community, or meets some other reasonable purpose of public spending.
Thus, an institution may empower the IRB to apply both content and manner
restrictions to research that it funds, whether or not such a system would

be constitutional if directly imposed by the state on nonfunded research.

However, 1in imposing restrictions, the institution may restrict research
only if it follows 1its own governance procedures, which are usually incorpo-
rated into the investigator's contract of employment with the institution.
Failure to follow those procedures may bar the institution from imposing
sanctions on an investigator who fails to comply with IRB requirements. It
may also technically invalidate institutional assurances, because the IRB

would Tlack authority to do what it 1is assuring it will do. 11

The need to observe governance procedures incorporated in employment
contracts also applies to research in nonacademic settings, such as hospi-
tals and private firms. Hospitals and health care institutions may regulate
research conducted by their staff and on their premises, within the Timits
of the contractual relationship with research staff. If hospital by-Taws
allocate authority over these decisions to the medical staff or board of
directors, then regulation can occur only if formally voted by these bodies.
Private research firms or organizations may also be bound by contractual

arrangements with staff.
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Due Process. When an IRB modifies or disapproves research protocols,
the Tiberty or property interests of investigators may be sufficiently af-—
fected to bring to bear the procedural due process rights developed by the
Supreme Court in recent years for persons adversely affected by governmental
decisions. 12 Since these rights attach only when there 1is "state action,"”
they bind only those IRBs located in public 1'nst1'tut1'ons.13 Unlike First
Amendment rights, they probably cannot be withheld or waived as a condition
of funding.14 IRBs in private institutions are not presently required to
recognize these rights unless they are independently a part of their rules,
regulations or by—Tlawand hence part of a researcher's contract with the

institution, or required by state Taw. 15

Once the threshold of governmental action affecting a liberty or pro-
perty interest is crossed, the question then arises of what process is due
the investigator. The IRB must of course act reasonably in applying cri-
teria for protection of subjects, and it ordinarily cannot impose conditions
or act on considerations not reasonably related to subject protection or
other valid institutional concerns. Beyond a right to nonarbitrary action,
the courts repeatedly emphasize the flexible or contextually relative nature
of due process, finding different elements required in the particular circum-
stances of different decision-making contexts. However, the minimum required
in any context is "some kind of notice and some kind of hearing" -- notice
that adverse action may be taken and its basis, and a chance to respond before

. . 1
a deprivation occurs. 6

In the ordinary case of initial or continuing review, it should be con-

stitutionally adequate if an IRB that plans to disapprove or require modifi-—

81



cations in research informs the investigator of this possibility, with rea-

sons, and of the opportunity to request reconsideration and personally appear
before the IRB at its next meeting. In fact a recent case involving academic

dismissal from medical school 17

suggests that as Tong as the investigator has
had the opportunity to present a written response to the IRB's decision, no
formal hearing may be required. Such procedural safeguards as a right to
counsel, cross-examination of adverse witnesses, burden of proof, and other
elements of due process might be required in particular cases where an in—
stitution is imposing sanctions for unethical conduct or noncompliance with
IRB conditions, but they probably are not required of IRBs in the ordinary
course of initial and continuing review. Nothing, of course, prevents an in—
stitution or DHEW from requiring the IRB to extend procedural safeguards be-

yond the Tegal minimum. Due Process has never been held to include a right

to appeal from an adverse governmental decision, civil or criminal.

Tort Liability. IRB members may be personally liable to subjects and in—

vestigators for "malpractice" or negligence in discharging their IRB functions.
At the present time, few IRB members have been sued, though members of other

18 However, the possi-

medical peer review committees occasionally have been.
bility may affect the recruitment of IRB members, the scope of review, and

the need to develop other systems of accountability.

On the principle that one who undertakes to protect others must act
responsibly, IRB members could be liable if they did not exercise reasonable

care in carrying out review. This might occur if their approval led to a

research activity and injuries that would not have occurred if a reasonable
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person, confronted with the same information, would have placed conditions
on the research that would have prevented the injury. Thus, an injured
subject could allege negligence by IRB members in assessing the risks and
benefits of proposed research, or in approving consent procedures not rea-—
sonably Tikely to assure Tlegally effective consent. Negligence may also
exist if continuing review of research is so perfunctory that subjects
suffer preventable injuries or if the IRB knowingly permits evasion or non-

compliance with the review process.

An investigator may also sue individual IRB members for negligent or
malicious review that damages the investigator's legally protected interests.
For example, 1if an investigator Tlost a research grant or otherwise suffered
damages as a result of IRB decisions not taken in good faith, in timely
fashion or with reasonable care, the investigator could claim tortious in-—
terference with business or contractual relations, though recovery would
probably depend upon establishing malice or gross negligence. An investi-
gator might also claim defamation against persons reporting incorrect infor-—
mation about his or her qualifications or conduct of research to an IRB,

or against IRB members who convey such information to other IRB members.

In all these situations the Taw will probably hold IRB members to a
standard of due care in assessing the risks, benefits and procedures for pro-
tecting the rights and welfare of subjects and interests of investigators.

If failure to exercise due care in reviewing or monitoring researh is caus—
ally related to a subject's or an investigator's injuries, then personal

Tiability may be found. An IRB member will, of course, have the ordinary
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defenses of Tack of negligence and causation. If the use of ordinary, rea-
sonable care in decision—makingcan be established, there would be no lia-
bility. Even a Tlack of ordinary care will not Tead to liability unless the
plaintiff can establish that it proximately caused the injury; if the injury
would have occurred even though the IRB had taken proper action, there is

no Tiability. In jurisdictions where the doctrines of sovereign or chari-
table immunity protect the institution from Tiability for actions of its
IRB, IRB members could escape personal Tiability if they were deemed to be

working as institutional officers in their IRB roles.

In some states IRB members may also have a defense based on statutes1?

that provide immunity for the decisions of medical peer review committees.
These statutes were enacted to encourage thorough peer review by protecting
members from suit. While they do not appear intended to include IRBs, their
language in some instances may be broad enough to justify an argument that
IRBs functioning as official hospital or medical staff committees are covered.
But even if IRBs functioning in hospitals were held to be within such statutes,
the immunity conferred may have little significance. Nonhospital based IRBs
(the vast majority), and in many cases lay members of such committees, are

not covered. Moreover, they generally provide immunity only against strict
liability and may offer Tittle protection against suits based on negligence.
While it is conceivable that some courts would apply these statutes to claims
of negligence against IRB members, the Timited scope of protection they pro-—
vide and the uncertainty of their coverage suggest that they will have Tittle

impact on the potential Tiability of IRB members.
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In most jurisdictions, an IRB member or other person sued by an investi-—
gator for defamation may also have a defense of qualified privilege for state—
ments made to the IRB in good faith without mah’ce.20 Since the purpose of
the privilege is to encourage socially useful information, it would probably
apply to statements relevant to the IRB's function of protecting subjects.

A qualified privilege may also be established by having the investigator
agree as a condition of employment to waive any claim against persons who
provide the IRB information about the investigator's qualifications or con-—
duct of research, a procedure often used in applications for hospital staff

.y 21
privileges.

Although Tiability for negligent IRB activities may be justified as a
means to encourage IRB members to act responsibly, the possibility of Tia-
bility may pose problems. While suits by investigators or subjects against
IRBs have been extremely rare, some people may not serve on an IRB if they
know that they risk suit. This fear could be minimized if institutions in-
sured IRB members against liability. Where institutional employee status
is necessary for insurance coverage, nonemployee IRB members, such as com-
munity members, could be made employees or agents of the institution for
that purpose (this would not change their communtiy status for purposes of
meeting the DHEW membership requirements).22 Since insurance against per-
sonal Tiability should eliminate reluctance to serve on IRBs, it may be

unnecessary to provide immunity from all suits.

Compliance with IRB review requirements could possibly affect the tort

Tiability of investigators who injure subjects 1in research that is unreviewed
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or not in compliance with IRB restrictions. In negligence per se juris-—
dictions, violation of IRB rules could be taken as evidence of negligence.
In other jurisdictions, the widespread use of IRBs in the research community
may create a standard of care for the conduct of all research. 1In both
cases an injured subject would have to establish causation -- that IRB
review would have averted the injury or led to a different decision on con-—

sent.

Compliance with IRB review and approval conditions, however, will not
necessarily shield researchers from 1iability. Approved procedures may be
negligently carried out. In addition, while IRB approval may indicate
whether research itself, in light of risks to subjects, is negligent, it
would not foreclose a subject's claim that both the IRB and researcher have
been negligent in reviewing and conducting the research at all. Nor is an
IRB's view of adequate disclosure in the consent process determinative if

state law requires more complete disclosure.

PubTic Access to IRB Meetings. Institutions vary in the openness of their

IRB meetings. Although federal open meeting laws are not applicable, IRBs
functioning in state, county or municipal institutions may not be legally
free to decide whether their meetings shall be open or closed. State "sun-
shine" Taws may require public access to IRB meetings, since IRBs may be con-
sidered public or governmental bodies within these statutes.23 They are cre-—
ated by and function as instrumentalities of public institutions, such as
state universities and hospitals, to which open meeting laws clearly apply.

As subunits of governmental agencies, these IRBs would appear to be covered
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in some states. Whether they qualify depends on the wording of particular

statutes and how courts confronted with the question will interpret them.

An IRB that is covered by a state open-meeting law must provide access
to meetings to all members of the public, including investigators, subjects,
subject representatives, and the press. As a corollary, the IRB must also
give prior public notice of the time and place of its meetings. However,
IRBs may generally hold closed sessions for certain matters, usually of a
disciplinary or personnel nature.24 An IRB, for example, could meet in
executive session to decide whether to hire a particular staff person, recom-
mend new members, or discuss an investigation or disciplinary action against
a particular investigator. There might also be an exception if open consi-—
deration of a protocol 1involved discussion of the investigator's competence

or jeopardized proprietary or patent interests.

Retention and Confidentiality of IRB Records. IRB review of research

generates a variety of documents, including research protocols, consent forms,
conditions of approval, requests for reapproval or changes in protocols, re-—
ports of adverse effects and continuing review, minutes of meetings, corres-—
pondence with investigators, and the like. Section 46.119(a) of the DHEW
regulations requires retention of 'copies of all documents presented or re—
quired for initial and continuing review" by the IRB. State laws requiring
maintenance and retention of patient records for varying lengths of time are
not applicable to IRB records, even when the IRB functions in a hospital or
medical school, for these laws pertain only to the patient's medical record

25

and not to the records of hospital governance or peer review committees.

Thus, research activities carried out on hospital patients must be made part
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of the patient's chart and retained in this form as Tlong as hospital records

in that jurisdiction are retained.

In general, IRB records are not confidential unless they identify in—
dividual subjects who are patients; however, section 46.119(b) of the DHEW
regulations prohibits disclosure of IRB records that identify particular
subjects. Beyond these limitations, the institution or IRB may choose to
make IRB records available to the public, the press or other investigators,
except possibly where researchers could claim a confidential re1at1'on.26
A more common practice is for institutions to treat IRB records as nonpub-—
1ic documents. However, an institution's authority to withhold IRB records
may be Timited. IRBs in public institutions may, under open meeting and
public records statutes, be required to make their records available, even
though federal policy may permit the same protocol to be withheld until a
project is funded.27 Open-meeting laws generally require public access to
the minutes of meetings as well as the meetings themselves. It is unclear,
however, whether access to the minutes includes access to all written mate-
rials provided to IRB members, such as protocols and reports of monitoring,

or merely the record of formal votes.

Whether or not a public IRB 1is covered by a state open meeting Taw,
it may have an obligation to disclose protocols and other IRB materials un—

der public records or state freedom of information statutes, which are often

different in origin and coverage than sunshine laws. An IRB might not be

a "state agency" or "governing body" for open meeting purposes, but may be

a "public agency" or "local agency" for public records Taws. If covered by

these statutes, the IRB would also probably have to disclose protocols and
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other reports used or received by an IRB in the course of its business.
While some "public records" may be exempted from disclosure if they meet
statutory exemptions, as might occur with IRB monitoring of particular
investigators or if patent or proprietary rights would be threatened, pro-—
tocols of proposed research will probably not fit those exceptions and would

have to be revealed.

Records of IRBs Tocated in both public and private institutions may be
subpoenaed 1in suits brought by subjects against investigators or by injured
subjects and investigators against the IRB. In most jurisdictions an injured
research subject who is suing the investigator (but not the IRB) would be
able to discover and admit into evidence IRB records pertaining to conditions
or restrictions which the IRB placed on proposed research. If the material
sought from the IRB concerns its evaluation or assessment of how an investi-
gator has carried out authorized research, however, the records probably
would be held to be privﬂeged.28 Most states exempt such records from dis-—
closure in order to encourage full and candid discussion of activities re-

viewed, a privilege likely to extend to IRB records as well.
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10.

FOOTNOTES

42 USC 289L-3(a). The regulations now contained in 45 CFR 46 were
first issued on May 30, 1974, 39 Fed. Reg. 18917, before passage

of the act, and have been supplemented with provisions for research
with pregnant women and fetuses. 45 CFR §§ 46.201-46.211. 40 Fed.
Reg. 33528, August 8, 1975.

See, e.g., 45 CFR §§ 46.101(a), 46.102(a), 46.105(2).

For a discussion of this question and the Buckley Amendment, see
Comment, "The Federal Conditional Spending Power: A Search for
Limits,"™ 70 Northwest L. Rev. 293, 310-321 (1975). It has also been
raised in connection with Title IX of the Education Amendments of
1972, 20 USC § 1232g.

Id. at 298-302. See also United States v. Butler, 297 U.S. 1 (1936);
Steward Machine Co. v. Davis, 301 U.S. 548 (1937).

It might undermine that goal if review of nonfederally funded research
was so time-consuming that the IRB could not give proper attention to
federally funded research. Or the hostility engendered in investiga-
tors by such a requirement could undermine the efficacy of review of
DHEW-funded research.

Since the facilities, devices, and even ideas used in non-funded re-
search may have at some point been in interstate commerce, and the
results of the research, if published or disseminated to others,
might enter commerce, an alternative basis for upholding Section 212(a)
would be as an exercise of the commerce power. (This justification
would not apply if an investigator or institution could show that
nonfederally funded research had no contact at all with interstate
commerce.) Given the judicial tendency to interpret broadly inter-
state commerce, it would be difficult to show that the regulation
did not affect interstate commerce. See, e.g., Heart of Atlanta
Motel, Inc. v. United States, 379 U.S. 241 (1964); Fry v. United
States, 421 U.S. 542 (1975).

See Robertson, "The Scientists' Right to Research: A 'Constitutional
Analysis,'" Univ. So. Calif. L. Rev. (1978) (in press).

United States v. 0'Brien, 391 U.S. 367 (1968).

See generally, Schenck v. United States, 249 U.S. 47 (1919); Brandenburg
v. Ohio, 395 U.S. 444 (1969).

Stewart Machine Co. v. Davis, 301 U.S. 548 (1937); Maryland Public
Interest Research v. Elkins, 565 F.2d 864 (4th Cir. 1978).
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11.
12.

13.

14.

15.

16.

17.

18.

19.

20.
21.

45 CFR § 46.104(b).

Board of Regents v. Roth, 408 U.S. 564 (1972); Goldberg v. Kelley,
397 U.S. 254 (1970); Goss v. Lopez, 419 U.S. 565 (1975). See also,
Board of Regents v. Horowitz, 98 S.Ct. 948 (1978).

Unless there were a sufficient nexus between the state and the private
entity to constitute state action under recent Supreme Court decisions.
See Moose Lodge No. 1070 v. Irvis, 407 U.S. 163 (1972); Jackson v.
Metropolitan Edison Co., 419 U.S. 345 (1975).

Otherwise the state could eliminate all procedural due process pro-—
tections in hiring and other contexts by making waiver of due process
a condition of the grant or benefit. See Arnett v. Kennedy, 416

U.S. 134 (1974); Bishop v. Wood, 426 U.S. 341 (1976).

See, e.g., Greisman v. Newcomb Memorial Hospital, 192 A.2d 817 (N.J.,
1963).

Mathews v. Eldridge, 424 U.S. 319 (1976); Dixon v. Love, 428 U.S. 406
(1977); Mashaw, "The Supreme Court's Due Process Calculus for Adminis—

trative Adjudicating in Mathews v. Eldridge: Three Factors in Search
of a Theory," 44 U. Chi. L. Rev. 28 (1976).

Board of Curators v. Horowitz, 98 S.Ct. 948 (1978). See also Mathews
v. Eldridge, 424 U.S. 319 (1976), in which a personal hearing prior to
termination of social security disability benefits was not required.
The value of that additional protection, given the narrowness of the
issue and the opportunity of the applicant to present his case in
writing, was held not to justify the cost of providing the hearing.

See, e.g., Purcell v. Zimbelman, 500 P.2d 335 (Ariz. 1972). The chair-
man of the University of Maryland Medical School's IRB has been sued
for approving research projects with jail inmates that did not provide
for adequate informed consent. Baily v. Mandel, Civil Action No.
K-74-110 (D.C.Md. 1974). See also Nielsen v. Regents of the University
of California, Civil No. 665-049 (Superior Court of California, County
of San Francisco, filed September 11, 1973), where an IRB member sued
other IRB members to enjoin them from "approving, aiding, or abetting"
a research project involving children.

For a general account of these statutes, see Reed Hall, "Hospital
Committee Proceedings and Reports: Their Legal Status," 1 Amer. J.
Law and Med. 245 (1975).

Id. at 254-258 and cases cited.

The standard disclaimer in many applications for hospital privileges is
most likely immune from attack as unconscionable. See Hall, note 19
supra; cf. Tunkl v. Regents of University of California, 60 Cal.2d 92,
383 P.2d 441 (1963).
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22.
23.

24.

25.

26.

27.

28.

45 CFR § 46.106(b)(2).

See generally, D. Wickman, '"Let the Sun Shine In," 68 Northwestern L.
Rev. 480 (1973); McLarty v. Board of Regents, 200 S.E.2d 118 (Ga.
1973); Cathcart v. Anderson, 630 P.2d 313 (Wash. 1975).

See generally, Wickman, note 23 supra at 483—486. Not all state
statutes provide for exceptions. See, e.g., Fla. Stat. § 286.011
(1975).

Aspen Systems Corporation, Hospital Law Manual, pp. 2—5,1977. Since
an exhaustive survey of hospital record requirements in every state
has not been made and individual states might now or in the future
require retention of hospital peer review committee records, indivi-
dual hospital—based IRBs should consult regulations applicable to them.

It is not clear whether under state Taw such a right would exist.

See National Commission for the Protection of Human Subjects, Disclo-—
sure of Research Information Under the Freedom of Information Act,
DHEW PubTication No. (0S) 77-0003, April 1977, pp. 7-15.

See generally on immunity of hospital committee records from discovery
and admissibility, Hall, note 19 supra; Jacobs et al., "Objection
Overrulled: The Fear that Quality Review Documents are Discoverable
or Admissible 1in Court 1is Unfounded," Quality Review Bulletin, Jan./
Feb. 1976, p. 28; Bredice v. Doctors' Hospital, Inc., 50 F.R.D. (D.C.
1970).
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CHAPTER 4. FEDERAL POLICIES FOR THE
PrROTECTION OF HuMAN SUBIJECTS

Introduction. A survey of the policies, regulations, etc. for the pro-

tection of human research subjects at the various departments and agencies

of the federal government was conducted by the Commission's staff in 1975 and
updated at the end of 1977. 1In the first phase, 61 federal departments and
agencies* were queried to determine whether they conduct or support research
involving human subjects and, if so, what policies or regulations are 1in
force to protect the subjects. Twenty departments and agencies other than
DHEW reported that they conduct or support research involving human subjects.**
Four of these have components that operate under their own policies for the
protection of human subjects, and, accordingly, the survey reports on 28
federal entities that conduct or support research involving human subjects

outside the regulatory authority of DHEW.

As a result of the update, in which agencies were given the opportunity
to comment on summaries of their original responses and to provide any re-
vised materials, it is believed that the survey covers all federal policies
and regulations for the protection of human research subjects in effect on

January 1, 1978.

Of the 77 federal agencies listed in the U.S. Government Manual, 16 were
excluded as highly unlikely to conduct or support research with human
subjects. Such agencies included, for example, the Federal Property
Council, the American Revolution Bicentennial Commission, the Farm Credit
Administration, and the Overseas Private Investment Corporation.

In 1975, 21 agencies reported that they conduct or support research
with human subjects; however, two of these were subsequently combined
in the Department of Energy, reducing the number of agencies that con-
duct such research to 20.
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Summary. It is clear that DHEW has been preeminent in the area of pro-—
tection of human subjects of research. Almost all the other agencies that
have formal policies or regulations governing such research follow (to a
greater or Tlesser extent) the standards and procedures of DHEW; roughly half
of these agencies impose additional requirements. The degree to which the
other federal agencies monitor implementation and compliance varies, however;
and nine agencies conducting or supporting research with human subjects have
no formal policies to assure the protection of human subjects. Thus, the
degree of protection afforded subjects of federally funded research varies
from nonexistent to standards that exceed those imposed by DHEW. The norm,

however, 1is substantial conformity with present DHEW regulations.

Of the 19 federal entities other than DHEW that have formal policies or
regulations governing research with human subjects, 17 adopt DHEW standards
and procedures to a substantial degree, and most of these cite DHEW regula-
tions or policy as a reference. Among these 17 are four that follow DHEW
regulations strictly, eight that follow DHEW regulations but impose some ad-
ditional requirements (regarding composition of review boards, standards of
review, or provisions for selection of subjects or informed consent) and five
that have policies similar to those of DHEW without adopting DHEW regulations
specifically and in their entirety. In a few instances, there is a different

standard for triggering the provisions of the regulations.

Approximately one-third of the government entities that support or conduct

research with human subjects have no formal policies or procedures to protect

such subjects; however, most of the research supported by those agencies con-
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universally been considered "research with human subjects." Since the Privacy
Act of 1974 sets forth conditions for maintaining confidentiality of data and
the Office of Management and Budget reviews the appropriateness of all ques-
tionnaires sent out by federal agencies, there would appear to be minimal risk
presented to respondents of such surveys. Real concern is raised only with
respect to the remaining two agencies that lack formal policies, LEAA and HUD.
Both of these agencies support behavioral or social research involving systema-
tic changes or interventions in people's Tives for the purpose of determining
the effects of an intervention or comparing the effects of one intervention
with those of another. This clearly constitutes research with human subjects.
LEAA states on the record that it does support behavioral research involving hu-

man subjects*; HUD states that it does not. This problem is explored more fully,

beTow.

Three departments have review procedures designed to assure technological
soundness of the research and saftey of the subjects, but have no review of
ethical acceptability of research per se. The National Oceanic and Atmospheric
Administration and the Federal Aviation Administration require technical review,
safety provisions, fitness standards and medical supervision.1 Similarly, al-
though the Navy adopts DHEW standards and procedures for its intramural research,
it requires of contractors only that they make adequate safety provisions and

conform to the ethical standards of the American Medical Association.2

LEAA specifically prohibits the use of its funds for biomedical research
except for projects generally recognized and accepted as not involving
physical or psychological risk to subjects, and specifically approved

by the Office of Administration after consultation with DHEW.
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sists of questionnaires and surveys (activities about which there is presently
no uniform understanding with respect to the nature and extent of protective
mechanisms that should be applied). Only two agencies -- the Law Enforcement
Assistance Administration (LEAA) and the Department of Housing and Urban
Development (HUD) -- support research involving active intervention in the
lives or behavior of subjects and have no formal policies or procedures for
reviewing the ethical acceptability of such research or for assuring the ade-—

quacy of informed consent.

Findings. Twenty federal departments or agencies, other than DHEW, re—
ported that they conduct or support biomedical or behavioral research with
human subjects. Four of these (the departments of Commerce, Defense, Justice
and Transportation) have separate subsidiary components that operate under
their own policies or regulations for the protection of human subjects. Thus,
there are a total of 28 federal entities that regulate the conduct or support

of research with human subjects outside the authority of DHEW.

Of the 28 federal entities, nine have no formal policies or regulations
for the protection of human subjects. Three of these are within the Depart-—
ment of Transportation, which is in the process of developing departmental
regulations in this area. Four others are involved primarily in survey re-—
search entailing no intervention in the lives or activities of the subjects:
the Civil Service Commission, the Commission on Civil Rights, the Internal
Revenue Service and the United States Information Agency. Although their
activities fall within the Commission’s definition of research with human

subjects, it should be noted that data gathering, in and of itself, has not
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Five agencies have formal policies or regulations that are substantially
similar to, but not entirely consistent with, those of DHEW. For example,
the Bureau of Prisons requires local review by a board composed of two prison
officials, a research analyst, a psychologist, an inmate, a representative
of the employees union and a representative of the community. Although the
consent provisions adopted by the Bureau are those of DHEW, the review stan-
dards differ. Proposals are reviewed for relevance to the mission of the
Bureau, potential benefits to mankind, professional standing of the investi-—
gator, and assurance that the research will not adversely affect ongoing
programs. The Bureau also requires all research involving inmates to be ap-
proved by the Director of Prisons, and it absolutely prohibits medical ex-
perimentation and drug testing. The Bureau is ''guided by" the Nuremberg
Code and states that it relies on the investigators to protect the rights and
Tives of subjects.3 Similarly, the National Aeronautics and Space Adminis-
tration (NASA) adopts the review standards and consent provisions of DHEW,
but the IRBs that review research consist entirely of NASA personnel, pri-
marily staff physicians and scientists. In one research center, a repre-
sentative from the office of general counsel is also included; 1in the other
research center, a personnel officer is included. Following review by the
IRB, all research proposals must receive the approval of the installation's
medical officer, general counsel and safety officer before being forwarded
to the director of the installation for final review and approva].4 Other
agencies that follow DHEW standards or procedures with some variation in—
clude: the clinical investigation program of the Air Force, the Bureau of

Standards, and the Agency for International Development.
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Four agencies adopt DHEW regulations by reference, with no additions or
modifications: the Consumer Product Safety Commission, the Department of
Energy, the National Academy of Sciences, and the National Science Foundation.
Eight agencies adopt DHEW provisions by reference but add various other pro-
visions relating to applicability, IRB composition, review standards, consent
procedures and selection of subjects. For example, the Environmental Protec-—
tion Agency (EPA) exempts from its regulations opinion polls and questionnaires,
projects involving merely collection of blood, urine, mothers' milk or nonvia-
ble fetal tissue, and medical observations that are not preceded by purposeful
exposure to chemicals or environmental conditions under investigation. (EPA
is developing a different set of regulations to govern such activities.) EPA

also prohibits testing for possible carcinogenic effects on human subjects.

With regard to IRB composition, the Army and the Air Force require that
the IRB include a Tawyer and a clergyman; the Air Force adds that there should
be three Tay members of the IRB but that the chairman should be a physician.
The draft Intelligence Community Directive contains the provision that no more
than one-half of the members of an IRB may be members of the Intelligence Com-—

munity.

Some agencies impose review standards additional to those of DHEW, in-
cluding: prior animal studies, use of minimal number of subjects and avoidance
of unnecessary physical and mental discomfort (Army, Navy and Air Force); per-—
formance of adequate physical and psychological examinations before, during
and after participation in research, and provision of compensation that will
be commensurate with the risk involved but not so excessive as to constitute

undue inducement (National Highway Traffic Safety Administration). With respect
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to informed consent, the Army, Navy and Air Force require the consent procedure
to be witnessed in all cases, and the Red Cross requires investigators to in-
form subjects of any abnormalities discovered during the conduct of the research
but to keep such information confidential unless specifically released from

that requirement by the donor (subject) or the donor's legal representative.

The Army, Navy and Air Force also have special consent provisions for children

and the mentally disabled.

In addition, the Department of Agriculture requires that selection of
subjects be made without regard to sex, race, color, religion or national
origin unless these characteristics are factors to be studied, and it speci-—
fically excludes pregnant and lactating women from studies involving food
additives or chemicals not recognized as safe by the Food and Drug Adminis—
tration (FDA), EPA or the Animal and Plant Health Inspection Service. Simi—
larly, the Army and Navy (but not the Air Force clinical investigation pro-—
gram) exclude prisoners from participation in research; the Navy also excludes
the institutionalized mentally infirm. The Air Force aerospace research pro-—
gram excludes children, prisoners, the mentally incompetent and females (un—
less there is reasonable assurance that there is no concomitant pregnancy

and methods adopted for contraception assure against increased risk).

Miscellaneous provisions include requirements that investigators conform
to the provisions of the Privacy Act of 1974 and, in some instances, that
such fact be disclosed on the consent form. Several agencies require debrief—
ing following research involving incomplete disclosure, the Veterans Adminis-—
tration provides a mechanism for appeal from an IRB's decision, and the Army,

Navy and Air Force specifically provide for treatment of injuries arising as
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a consequence of participation in research. Finally, a number of agencies
specifically apply their regulations to research conducted outside the United
States and require that such research conform, in addition, to the Tlegal and

ethical standards of the country in which the research will be conducted.

Problems Identified. As the preceding discussion makes clear, the pro-

tection of human subjects in federally funded research is far from uniform
despite the great number of agencies that substantially follow the standards
and procedures of DHEW. The extent of protection ranges from nonexistent to
a plethora of requirements imposed in addition to those of DHEW regulations.
Just as the Tack of formal policies and regulations is a serious problem, so
too is the confusion that may result from the many variations presented by
agencies that have imposed manifestly reasonable but diverse additions or
modifications to the DHEW standards. An IRB that reviews projects funded

by different agencies must face the difficult task of satisfying multiple
(and perhaps incompatible) requirements regarding applicability of the regqu-
Tations, IRB composition, review standards, consent procedures, selection of
subjects and so forth. To do so requires referral to the funding agency's
particular provisions after first identifying the source of support for each
proposed project. The administrative burden imposed thereby can be immense;
and the problem 1is compounded by the fact that some projects receive support

from two or more federal agencies.

Another problem arises from the lack of a uniform definition of "research
with human subjects." Thus, when federal agencies conduct or support social
experimentation, they may not consider it necessary to apply procedures for

the protection of human subjects. For example, HUD submitted a number of
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printed materials to the Commission describing its housing allowance "experi-
ments" in which subjects are selected according to predetermined criteria,
assigned to different "treatment groups'" according to the research "design,"
and followed for a period of years through periodic interviews and inspec-
tions to determine the different effects on the recipients' behavior of the

various housing allowance schemes under study. .

Nevertheless, despite the
fact that HUD describes the "experiments' in terms of a systematic inter-
vention into people's Tlives 1in order to gather data by which to answer speci-
fic questions, the department stated in response to the Commission's inquiry

that HUD has "never sponsored any human subject or biomedical studies." ©

Similarly, in 1975 Medicaid recipients successfully challenged an experi-
ment (supported by DHEW) designed to assess the effects of requiring a copay-
ment for medical care, on the grounds that it had not been reviewed by an

IRB (Crane v. Mathews7). The Secretary of Health, Education, and Welfare

argued that the project was not "research with human subjects" and that there-
fore the review requirements were not applicable. The court disagreed and

stopped the project pending review and approval by an IRB.*

These examples suggest that the term "research with human subjects" is

not uniformly understood. A uniform definition would be helpful to federal

An IRB subsequently reviewed the project and determined that the sub-
jects would be at risk of physical harm as a result of being required to
pay for necessary medical care. The IRB further determined that the bene-
fits of the proposed research did not outweigh the risks and that the re-
search design was "so seriously inadequate that it would be very unlikely
to provide any accurate or reliable information upon which to base policy
decisions regarding Medicaid co-payments." It therefore disapproved the
project.8
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agencies that may be unsure as to whether certain programs which they sup-
port fall within the category of activities to which procedures for the pro-

tection of human subjects should apply.

Another problem is the lack of central coordination of research activi-
ties in some departments, and the absence of high—Tlevel staff sufficiently
knowledgeable to supervise the protection of human subjects in projects con-—
ducted or supported by various components of the department. For example,
EPA reported in 1975 that "it is the policy of the Environmental Protection
Agency to comply fully with the policies and practices established by the
Department of Health, Education, and Welfare to protect human subjects in
our research program."9 This statement, however, apparently referred only
to research conducted under the auspices of EPA's Environmental Research
Center at Research Triangle Park, North Carolina. It appears that other
components of EPA also supported research involving human subjects, but with-
out the constraints imposed upon the research conducted at Triangle Park.

It was recently revea]ed10 that a contract with a Mexican gynecological hos-
pital to study the effects of ingesting a massive amount of fungicide nar-—
rowly missed being put into effect. The original plan had been to conduct
the tests in the U.S., but the IRB that reviewed the protocol found the
risks excessive. It was reported that EPA staff therefore agreed with the
contractor to conduct the tests in a Mexican gynecological hospital, but a
fortuitous review prevented approval of the contract. EPA has since for-—
bidden the testing of carcinogens on human subjects under its auspices and
has required that all future EPA research comply with DHEW regulations for

the protection of human subjects.11
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Similarly, although DHEW regulations "are applicable to all Department
of Health, Education, and Welfare grants and contracts supporting research,
development, and related activities in which human subjects are 1'nvo1ved,"12
implementation of the regulations is not uniform within the Department. For
example, the Education Division (which includes the National Institute of
Education (NIE), the Office of Education (OE) and the National Center for
Education Statistics) takes the position that it is not subject to the Depart-
ment's regulations because it has statutory authority to write its own regu-
1at1'ons.13 Therefore, present NIE and OE regulations require that research

conducted or supported by the components of the Education Division comply

with the DHEW Grants Administration Manual Chapter 1-—40and the DHEW Procure-—

ment Ru]es.14 These both require IRB review only when the investigator de-
termines that the research subjects will be at risk (as was the case in
earlier DHEW policy). The Center for Disease Control (CDC) also follows the
old Institutional Guide to DHEW Policy, in which IRB review is not triggered
unless the investigator determines that the subjects of his or her research
will be at risk. (The Commission has been advised that CDC's policies will
be updated "in the near future' to incorporate the provisions of current
DHEW regulations and the Commission's recommendations on research involving

children. )

The regulations of FDA governing research regulated by that agency in the
course of approving applications for new drug investigations and licensing, dif-
fer from the regulations governing research supported by DHEW in that IRB review
is required by FDA only when the subjects of the research are institutionalized,

or when the investigator already is "affiliated with an institution which agrees
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to assume responsibility for the study."16 Investigators lacking such affilia-
tion apparently may conduct research with human subjects without such review.
(The Commission has been informed that FDA is drafting proposed regulations
that would extend the requirement for IRB review to all human experimentation
under 1its regulatory jurisdiction, thus conforming to regulations governing
research conducted or supported by DHEW.) FDA regulations also permit a
waiver of the consent requirement if the investigators '"deem it not feasible
or in their professional judgment contrary to the best interests'" of the sub-
jects.17 This 1is explained as applying to cases in which (1) the communica-—
tion of information to obtain consent would seriously affect the patient's
well-being or (2) the patient is in a coma or is otherwise incapable of
giving consent, his representative cannot be reached, and it is imperative

to administer a drug without delay. 18

In summary, most of the departments and agencies of the federal govern-—
ment that have formal policies or regulations governing research with human
subjects follow the standards and procedures of DHEW, at least to some extent.
However, the nature and extent of the deviations from the DHEW regulations
are such that the protection of human subjects in federally funded research
is far from uniform, and the administrative burden of implementing diverse
sets of standards is unnecessarily great. Further, some agencies have no
policies or regulations governing such research because, in large measure,
there is confusion regarding the kinds of activities to which such regula-

tions should apply.
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